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Since the introduction. of arsphenamine therapy the syphilologist 
has been confronted constantly with the problem of involvement of 
the liver. Despite the existing controversy as to the pathogenesis of 
hepatic complications occurring during treatment, arsenic is without 
doubt the offending agent in the vast majority of instances. If it 
were possible to “devise a method whereby the earliest phases of 
syphilitic hepatitis and particularly those. of arsphenamine hepatitis 
could be readily recognized, a distinct advance in the management of 
syphilis would be accomplished. In this paper an effort is made to 
create a plan for detecting early hepatic abnormalities caused by arsenic. 


SYPHILITIC HEPATITIS 
The liver; because of its enormous blood supply, is invaded by 
countless numbers of organisms during their early dissemination 
through the vascular system; yet extensive acute parenchymatous 
hepatitis is rare in early stages of syphilis. Reports in the literature 
are meager as to pathologic changes in the liver in early stages of 
syphilis. One might expect a tissue response similar to that seen in 
the skin, namely, an acute vascular reaction associated with an infiltra- 
tion characteristic of the infection. In addition, a number of liver cells 
undergo degeneration and necrosis, the extent of which varies with 
spirochetal activity and with local resistance of the tissue. 
The comparatively few organisms which have continued to survive 
as a result of insufficient therapy and despite the marked immunologic 
response exhibited toward the end of the secondary stage produce the 
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well known changes of late syphilis. The specific inflammatory infil- 
trate, the gummatous formations and the secondary fibrous tissue reac- 
tion naturally vary in degree and distribution, depending on the 
treatment received, on the duration of the infection, on the virulence 
of the spirochetes, on the resistance of the host, on the history of 
infections exclusive of syphilis and on the history of assimilation of 


drugs, particularly alcohol. 


DEFINITION OF SUBTHRESHOLD AND THRESHOLD HEPATITIS 


The terms subthreshold hepatitis and threshold hepatitis as used in 
this article are defined as follows: A subthreshold or subclinical type 
of hepatitis is one which cannot be diagnosed by physical means but 
the recognition of which depends on tests of the various hepatic func- 
tions. A threshold or clinical type of hepatitis is one which can be 
diagnosed by physical examination and without laboratory assistance. 


SUBTHRESHOLD HEPATIC SYPHILIS 


It is known that more than one half of the liver may be disabled 
without clinical evidences of dysfunction appearing. Despite the fre- 
quency of hepatic involvement in the secondary afd tertiary stages, 
it often escapes detection because of this large safety factor. 

Hepatic syphilis has been considered as ranking next to involve- 
ment of the central nervous system and of the cardiovascular system 
in frequency. This conclusion would probably have to be altered were 
it possible to detect incipient pathologic changes in the liver. Sub- 
threshold hepatitis, usually asymptomatic and recognized by the various 
functional tests, is of common occurrence in active syphilis. An 
experiment ' performed to detect such conditions showed this organ to 
be in a state of mild dysfunction before the commencement of treatment 
in 17 per cent of 118 patients with secondary syphilis and in 24 per 
cent of 50 patients with cutaneous manifestations of tertiary syphilis. 
The various tests of hepatic function available, while extremely help- 
ful in detecting mild to severe grades of inflammation, are incapable 
of disclosing incipient pathologic changes. 

Owing to their accuracy and to the ease and rapidity of perform- 
ance, the qualitative direct van den Bergh test and the icterus index 
test for quantitative estimation of the bilirubin content of the blood 
have been employed to the exclusion of other reliable tests. 

The liver, with its marked capacity for storing arsenic, might be 
expected to react disadvantageously to the pronounced irritating prop- 
erties of this metal. Experience has shown that a liver slightly or 
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moderately damaged by spirochetal activity responds favorably 


in most instances to arsphenamine therapy. Nevertheless, great caution 
should be exercised when treating even patients with the subthreshold 
since it was shown? that in 10 per cent of a series jaundice 


type, 
developed while treatment was being given. 

Case 1—A Negress aged 20 years had a generalized maculopapular eruption, 
in annular syphilid of the face and moist papules of the vulva for one month. 
The Wassermann reaction of the blood was 4 plus. The direct delayed van den 
Bergh reaction was weakly positive, and the icterus index was 7. Injections of 
neoarsphenamine were given at weekly intervals; the first two doses were 0.45 
Gm. each, and the dose for each of the remaining five injections was 0.9 Gm. 
One week after the fourth treatment the van den Bergh reaction was negative 
and the icterus index was 5.7. One week after the seventh injection the patient 
complained of a “weak feeling” in the upper portion of the abdomen and of per- 
sistent nausea. There was no jaundice. The direct delayed van den Bergh reac- 
tion was weakly positive, and the icterus index was 8. As a result of treatment 
with sodium thiosulfate these .symptoms disappeared within ten days. 


In this case an asymptomatic subthreshold syphilitic hepatitis which 
was present at the outset resolved as a result of neoarsphenamine 
therapy only to be followed by a subthreshold arsenical hepatitis. A 
subthreshold arsenical hepatitis often produces subjective manifesta- 
tions, in contradistinction to a subthreshold hepatitis due to syphilis, 
which is usually asymptomatic. Persistent nausea and epigastric 
distress occurring during arsphenamine therapy, while they do not 
indicate definitely the presence of an arsenical hepatitis, should arouse 
suspicion as to the possibility of such an occurrence. If no hepatic 
abnormality is found after adequate investigation, treatment should be 
commenced with another type of arsenical in small dosage. In 17 per 
cent of a series comprising 57 cases that I observed in which gastro- 
intestinal symptoms accompanied a general allergic reaction to neo- 
arsphenamine, nausea persisted for at least one week, and in no instance 
did an arsenical hepatitis ensue. 

In case 1 a Herxheimer reaction could be ruled out because the 
hepatitis recurred eight weeks after the treatment was begun. While 
a reactivation of a syphilitic process after two months of treatment 
is a possibility in late stages of syphilis, it does not occur in the sec- 
ondary stage. If after the patient had become asymptomatic there had 
heen a recurrence of symptoms within a short time after resumption 
of treatment with the arsphenamines, that would have proved beyond 
question that the arsenic factor was the underlying cause of this 
dysfunction. 

Case 2.—A Negro aged 18 had an initial lesion for four weeks. The Wasser- 
mann reaction of the blood was 4 plus. A dark field examination revealed a few 


spirochetes of the pallida type. The direct delayed van den Bergh reaction was 
weakly positive, and the icterus index was 13.6. There was no evidence of jaun- 
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dice. A few days after the third injection of 0.45 Gm. of neoarsphenamine an 
intense generalized pruritus appeared, and shortly thereafter a mild erythematous 
dermatitis of the face and legs became evident. A faint yellow discoloration of 
the conjunctiva was detected. The direct immediate van den Bergh reaction was 
positive, and the icterus index was 16. When sodium thiosulfate was given the 
cutaneous complication soon abated, and within ten days the jaundice completely 
disappeared. Two months later the direct delayed van den Bergh reaction was 
weakly positive, and the icterus index was 7.5. The patient received no treat- 
ment during this period. 


In this instance a subthreshold syphilitic hepatitis became aggravated 
by a superimposed arsenical reaction. That the patient was intolerant 
to the arsphenamines was substantiated by the concomitant appearance 
of a dermatitis. The mild hepatic dysfunction observed two months 
after the termination of the sodium thiosulfate therapy was due either 
to an unresolved arsenical hepatitis or to an unresolved syphilitic 
hepatitis. On the other hand, both factors might have been responsible 
for the persistence of the pathologic state. 


THRESHOLD SYPHILITIC HEPATITIS 

A threshold syphilitic hepatitis, while not necessarily predisposing 

to a corresponding arsenical complication, may become severely reac- 
tivated as a result of arsphenamine therapy. Only occasionally does 
a patient react unfavorably and even disastrously to this type of medi- 


cation. Particular attention should be directed toward the treatment 
of patients with hyperbilirubinemia of syphilitic origin and of alcoholic 
patients with late stages of syphilis. A severe Herxheimer reaction 
and a marked therapeutic paradox can be avoided by substituting a 
slower-acting, less intense spirocheticide and a less hepatotoxic metal, 
such as bismuth. Because of the excellent therapeutic results despite 
its slower absorption and also because of its lesser tendency to produce 
complications in general, bismuth subsalicylate in a 10 per cent suspension 
in a vegetable oil should be given preference to other bismuth prepara- 
tions. Water-soluble and oil-soluble bismuth compounds because of 
their more rapid absorption may accumulate in too great a concen- 
tration within a short time and thus tend to aggravate the existing 
inflammation. 

Bismuth hepatitis with jaundice or a therapeutic paradox involving 
the liver has never been encountered after the use of bismuth sub- 
salicylate. In the presence of a syphilitic hepatitis, one of the follow- 
ing two methods of treatment should be adopted: 


1. A complete course of injection of a bismuth preparation should 
be administered before the arsenicals are resorted to. For patients 
with subthreshold types of hepatitis weekly injections of 2 cc. of a 
suspension of bismuth subsalicylate are recommended. For those with 
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the more intense grades of hepatitis, weekly injections of from 0.5 
to 1 cc. of the drug should be sufficient in the early stages of treatment. 
\s the inflammation subsides, the amount is increased gradually to the 
maximum dose of 2 cc. Injections are continued at weekly intervals 
until a total of 30 cc. is administered. Arsphenamine therapy is then 
instituted and continued until a full course has been given. 








2. Injections of a bismuth preparation are given at weekly intervals 
until the tests of hepatic function show a return to normal. At this 
point weekly injections of neoarsphenamine or of silver arsphenamine 
in doses of 0.3 Gm. or 0.1 Gm., respectively, are administered for a 
few treatments, and if the tests show that the function remains normal 
and the patient remains asymptomatic the doses are gradually increased 
to 0.45 Gm. or 0.2 Gm., respectively, and that dosage is continued until 
a full course of treatment is given. Bismuth therapy is again employed 
until the patient has received a total of 30 cc., including the amount 
given prior to arsphenamine therapy. 

















AND THERAPEUTIC PARADOX 





HERXHEIMER REACTION 






In the presence of pathologic changes incident to spirochetal activity, 
the liver may be subject to additional acute inflammatory reactions 
early in the course of arsphenamine therapy because of increased 
amounts of spirochetal toxin liberated by the organisms as they undergo 
destruction. The reactivation of a quiescent or active process is usually 
short lived in the average case in spite of continued injections. This 
Herxheimer reaction is of comparatively frequent occurrence, yet it 
escapes recognition because it is most often of an asymptomatic sub- 
threshold type and can be detected only by tests of function. In rare 
instances the hepatitis becomes so extensive that unless the process 
is checked it may terminate in acute yellow atrophy. The sudden 
liberation of large amounts of endotoxin may have a widespread detri- 
mental effect on tissues already impaired by disease. On the other 
hand, it is possible for the spirochetes to be so extremely resistant 
to the arsphenamines as to be stimulated to increased activity, this 
resulting in extension of the syphilitic process. 


















THERAPEUTIC 





THRESHOLD PARADOX 







Case 3.—A Negress aged 36, a widow, was admitted to the clinic on July 30, 
1935, complaining of an ulceration on the upper third of the right leg. It had 
been present for about six weeks. Clinically it was a typical tertiary syphilid. 
The Kahn reaction of the blood was 3 plus. The patient had consumed whisky 
to excess during the past fifteen years, and as long as she could remember she 
had suffered from periodic attacks of nausea and vomiting after eating. These 
symptoms were aggravated after she indulged in excessive use of alcohol. She 
had never complained of abdominal pain or tenderness, nor had she ever been 
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jaundiced, before the present attack. She had received a few intramuscular 
injections eighteen years before because of a positive Wassermann reaction oj 
the blood. 

Antisyphilitic therapy was instituted soon after she was admitted. She received 
five weekly intravenous injections of neoarsphenamine, 0.45 Gm. being given at 
each. During the first four weeks she was elated over the marked improvement 
in her condition; she felt stronger; her appetite was better; the gastric symp- 
toms had abated, and the ulcer on the leg was healing rapidly. Twenty-four 
hours before the fifth injection she complained of a marked burning sensation jn 
the epigastrium. Three and one-half hours after the fifth injection she became 
nauseated and vomited. Emesis occurred only after meals, but the nausea was 
continuous, Jaundice appeared on the day of the last treatment. One week later 
the icterus was intense and the patient appeared to be in great distress. Epigas- 
tric discomfort, nausea and vomiting had interfered with nutrition. A generalized 
pruritus was present, but there was no evidence of a dermatitis. The liver was 
not palpable. On Sept. 19, 1935, the direct immediate van den Bergh reaction 
was positive, and the icterus index was 45. This complication was diagnosed 
tentatively as an arsenical hepatitis, and treatment was instituted with sodium 
thiosulfate and dextrose. On September 26 the icterus index was 60, yet despite 
this rise in the bilirubin content of the blood the patient felt better. Intravenous 
injections of sodium thiosulfate dissolved in a 10 per cent solution of dextrose 
were continued, being given at intervals of from two to three days. On Octo- 
ber 8 the icterus index was 50, but on October 15 it rose to 75. This increased 
retention of bilirubin in the blood indicated either an arsenical hepatitis that was 
heading for acute yellow atrophy or a progressive syphilitic process which unless 
checked by antisyphilitic therapy would lead to the same end-result. Antisyph- 
ilitic treatment was instituted with intramuscular injections of bismuth subsali- 
cylate, 0.5 cc. of the suspension being the initial dose. On October 22, one week 
later, the icterus index dropped to 68.2. There was also a decided improvement 
in the subjective symptoms. Five-tenths cubic centimeter of the bismuth suspen- 
sion was again injected, and on October 29 the icterus index was 43.6. Improve- 
ment in the patient’s general condition was gradual but steady. It was now 
evident that the hepatitis was due to syphilis. The dose of bismuth suspension 
was increased to 1 cc.; later it was raised to 1.5 cc., and finally the maximum 
dose of 2 cc. was administered, and excellent results were obtained. The decrease 
in the icterus index shown in the tabulation indicates the favorable response to 
treatment. 

11/14/35 
SPR 22s iiore cide Sb ics Vibes aco ie hw 
12/15/35 
12/26/35 
1/23/36 


Jaundice gradually subsided, and it completely disappeared two and one-hali 
months after antisyphilitic treatment was begun. All subjective symptoms disap- 
peared in three months. The patient casually remarked that she had not felt s 
well in years. On March 19, 1936, injections of silver arsphenamine were com- 
menced and 0.15 Gm. was administered weekly until twelve injections were given. 
This type of treatment was well tolerated. On June 18, one week after the last 
injection of silver arsphenamine, the van den Bergh reaction was negative and 
the icterus index was 4. 
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Reactivation of syphilitic hepatitis to such proportions as to pro- 

luce jaundice during arsphenamine therapy is relatively uncommon, 
et it must always be considered in differential diagnosis whenever evi- 
dent bilirubinemia develops. If after two weeks of therapy with sodium 
thiosulfate and dextrose hepatitis does not reveal evidences of resolu- 
tion, intramuscular injections of bismuth subsalicylate in doses of 
from 0.5 to 1 cc. should be resorted to in order to eliminate hepatic 
syphilis, which if rapidly progressive might terminate in acute necrosis. 
\rsphenamine hepatitis should show definite evidence of resolution 
within two weeks unless it is of such severity that it will terminate in 
acute yellow atrophy irrespective of treatment. Catarrhal jaundice 
shows marked improvement within two weeks, and no particular type 
of treatment is necessary. Of course, other nonsurgical as well as 
surgical conditions in and about the liver should always be considered 
in differential diagnosis whenever jaundice develops during §ars- 
phenamine therapy. 

Case 4—A married woman aged 35 was admitted to the service of Dr. T. A. 
Martin on Sept. 29, 1933, and died on October 22. She had been ill for only 
three days and had complained of nausea, vomiting, diarrhea, abdominal disten- 
tion and pain. Jaundice appeared on the day of her admission. 

The history of syphilis was indefinite. She had received a course of injections 
of an arsphenamine compound about three months previously; the number of 
treatments received was unknown. For a number of years she had been in the 
habit of drinking beer to excess. 

Physical examination disclosed an abdomen greatly distended with ascitic fluid. 
Dilated veins were seen coursing over the abdominal wall. A firm, tender liver 
edge could be palpated with difficulty 3 fingerbreadths below the costal margin. 
The spleen was palpable. The skin and conjunctivae were markedly icteric. 
Large external hemorrhoids were visible. The Kahn reaction of the blood was 
4 plus. The sugar content of the blood was 102 mg. per hundred cubic centi- 
meters. On October 2 the direct immediate van den Bergh reaction was positive, 
and the icterus index was 56.5. It was 60.1 on the following day. Abdominal 
paracentesis was performed on two occasions; a total of 9,500 cc. of dark straw- 
colored, slightly turbid fluid was withdrawn. Jaundice gradually became more 
intense, while the liver slowly decreased in size. The patient lapsed into coma 
and died twenty-three days after being admitted to the hospital. Treatment 
throughout was entirely symptomatic. 


When this patient first presented herself elsewhere for treatment 
months previously, she probably had a chronic diffuse syphilitic 
parenchymatous hepatitis. The unwise selection of an arsphenamine 
is self-evident. The rapid healing that followed and the subsequent 
rapid replacement of the inflammatory deposit by dense fibrous tissue 
produced a complete obstruction of both the biliary and the portal 
system. 

In cases 3 and 4 alcohol was consumed to excess. Persons chroni- 
cally addicted to the use of alcohol who acquire syphilis assume an 
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additional liability as regards the tendency toward hepatic disease with 
its attendant dangers from therapy. Spirochaeta pallida, with its ten- 
dency to localize itself in areas of least resistance, finds a liver pre- 
viously damaged by alcohol a suitable area for entrenchment. In other 
words, alcoholic patients have a greater tendency to acquire hepatic 
syphilis. A history of chronic alcoholism should be considered a definite 
contraindication to arsphenamine therapy. In treatment of these 
patients a preliminary complete course of injections of a bismuth 
preparation should be administered before a more energentic therapy 


is used. 


ASYMPTOMATIC SUBTHRESHOLD THERAPEUTIC PARADOX 


Case 5.—A Negress aged 29 was admitted to the clinic with a diagnosis of 
tertiary nodular syphilid of the left elbow associated with subcutaneous fibroid 
syphilomas of the same region. Both types of lesions had been present for five 
years. There were no subjective symptoms. The Wassermann reaction of the 
blood was 3 plus. The icterus index was 6, and the van den Bergh reaction was 
negative. She received eight weekly injections of 0.45 Gm. of neoarsphenamine. 
One week after the fourth injection the van den Bergh reaction was negative 
and the icterus index was 6. One week after the eighth treatment the direct 
delayed van den Bergh reaction was weakly positive and the icterus index was 7.5. 
There were no subjective symptoms. 


Nine months later the direct delayed van den Bergh reaction was still weakly 
positive and the icterus index had risen to 8.5. There was no clinical evidence 
of hepatitis. The patient was still asymptomatic. 


A subthreshold arsenical hepatitis can be eliminated from considera- 
tion since this complication usually becomes evident at most within 
a few weeks after cessation of treatment and resolves without any 
particular type of treatment within a comparatively short time, pro- 
vided, of course, that the condition is not progressive. A progressive 
subthreshold arsenical hepatitis is transformed into a threshold type 
within from two to three months after its inception; occasionally four 
or even five months may be required to accomplish this transformation. 
In case 5 the hepatic abnormality had retained its subthreshold form 
for eleven months. 

In this instance the subthreshold syphilitic hepatitis, which became 
evident two months after the beginning of treatment, continued to 
progress despite the discontinuation of antisyphilitic therapy. ‘The 
pathologic state, which is without doubt a permanent one, was probably 
induced by a secondary fibrosis which followed the resolution of the 
specific inflammatory infiltrate. The resultant hepatic cirrhosis, while 
comparatively mild, may at a later date become a serious problem if 
the liver is repeatedly exposed to injury from spirochetal activity, from 
some other type of infection or from a drug, particularly from alcohol. 
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SUBTHRESHOLD ARSPHENAMINE HEPATITIS 





During treatment the liver is frequently the site of an unfavorable 
reaction that manifests itself as hepatitis, which varies from a mild 
<ubthreshold type to a severe or even fatal form. As previously stated, 
tests of hepatic function available at present are capable of detecting 
only pathologic changes involving the greater part of the organ. Thus, 
eyen in the so-called subthreshold type a major portion of the liver is 
involved and yet the condition often escapes recognition because 
jaundice 1s absent. 

Occasionally in the presence of a subthreshold arsenical hepatitis 
the patient remains asymptomatic. More often hepatic insufficiency is 
accompanied by epigastric distress, nausea and vomiting, the intensity 
of which varies with the degree of cholemia. Considerable reliance has 
heen placed on this triad, which persists for a week or more, as evi- 
dence of complicating hepatitis, despite the inability in early stages 
to substantiate this diagnosis with positive results of functional tests. 
In a few instances emesis is absent, but unabating nausea and distress 
in the upper portion of the abdomen are constant findings. The latter 
is characterized by a pressure discomfort or pain or by a “weak feeling” 
in the epigastric and umbilical regions. The nausea and the abdominal 
distress may be intermittent or remittent. Emesis occurs at irregular 
intervals but appears most often in relation to ingestion of food. 

Gastric symptoms also accompany a general allergic reaction to 
the arsphenamines, but in these cases a detectable inflammatory reac- 
tion in the liver is lacking. Nausea and vomiting usually disappear 
within from twenty-four to forty-eight hours. Occasionally mild 
nausea persists for a week but distress in the upper portion of the 
abdomen is absent. Routine performance of functional tests is justi- 
fiable whenever symptoms continue beyond forty-eight hours. The 
tests should be repeated as often as necessary. The incidence of severe 
and even fatal types of arsenical hepatitis will be noticeably reduced 
if these conditions are recognized in the subclinical stage and appro- 
priately treated. 
Case 6.—A Negro girl aged 10 years had a secondary syphilid of the vulva 
for three weeks when first seen, April 14, 1936. She received thirteen injections 
of neoarsphenamine; the dose for each of the first ten injections was 0.3 Gm. 
and that for each of the remaining three treatments was 0.45 Gm. On August 4, 
or one week after the twelfth injection, a significant yellow tinge of the blood 
serum was noted while a sedimentation test was being performed. When the 
patient was observed one week later there was no evidence of jaundice, and she 
had remained asymptomatic notwithstanding the additional injection inadvertently 
given the previous week. The direct delayed van den Bergh reaction was weakly 
positive, and the icterus index was 7.4. As a result of therapy with sodium thiosul- 
fate the hepatitis subsided gradually, so that on September 8, about five weeks 
later, the results of tests of hepatic function were normal. 
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This case is interesting because the hepatic insufficiency was 
discovered accidentally. In only a small proportion of cases of sub- 
threshold arsenical hepatitis does the patient remain asymp- 
tomatic. Another point of interest is the effect of repeated injections 
of the arsphenamines inadvertently administered in the presence of 
a complicating arsenical hepatitis. Experience has shown that the 
result varies with the degree of hypersusceptibility of the patient, 
Adverse reactions vary from one extreme to the other. In some the 
inflammation is unmodified or only slightly aggravated, while in others 
a single additional treatment may precipitate a reaction so severe as to 
terminate in acute yellow atrophy. It is possible to avoid such dis- 
astrous consequences if functional tests are performed as a routine. 


Case 7.—A Negress aged 19 was referred on Aug. 20, 1935, for a routine 
Kahn test of the blood, the result of which was later reported as 3 plus. She 
was given weekly injections of neoarsphenamine, each dose being 0.45 Gm. She 
tolerated the first two injections well, but twenty-four hours after the third treat- 
ment she complained of aching pains, fever, nausea, vomiting and a generalized 
pruritus. Emesis occurred at irregular intervals, but the nausea was of a per- 
sistent type. Neither dermatitis nor jaundice could be detected when the patient 
was observed one week later. The direct immediate van den Bergh reaction was 
weakly positive, and the icterus index was 10.7. One week after receiving an 
intravenous injection of dextrose and sodium thiosulfate the patient was markedly 
improved. Since she had been asymptomatic for almost the entire preceding week, 
bismuth therapy was instituted. There was no recurrence of symptoms with this 
type of treatment. Unfortunately, functional tests were not repeated to determine 
the time required for the hepatic function to return to normal. 


The subjective manifestations in case 7 suggested a subthreshold 
arsenical hepatitis and not a Herxheimer reaction, which is usually 
asymptomatic. In this instance the generalized pruritus was an indica- 
tion of an allergic state and could not have resulted from a reactivation 
of a subthreshold syphilitic hepatitis. 

Resumption of antisyphilitic treatment with bismuth is not contra- 
indicated in the presence of a resolving subthreshold arsenical hepatitis 
provided the patient is asymptomatic. 


Case 8—A Negro aged 47 was first seen on June 4, 1935, with a chancre of 
three and a half weeks’ duration. The Kahn reaction of the blood was 4 plus 
He received five weekly injections of 0.45 Gm. of neoarsphenamine. Twenty-four 
hours after the fifth treatment he complained of pruritus of both upper extremities 
and of the chest. He was seen on July 25, nine days after the last injection. 
There was a mild generalized pruritic erythematosquamous dermatitis, which was 
most marked over both upper extremities. There was no evidence of jaundice. 
The direct immediate van den Bergh reaction was positive, and the icterus index 
was 10.3. Sodium thiosulfate was administered intravenously without benefit. The 
dermatitis became more intense; edema appeared about the eyes and over both 
upper and lower extremities; there were oozing and crusting, and the pruritus 
became more intense. The patient entered the hospital an August 7 and was 
discharged on September 17, the dermatitis having completely resolved. There 
was no clinical evidence of a hepatitis during this period. 
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He returned to the clinic on October 4 with a frank jaundice which had been 
present for one week. It appeared two weeks after resolution of the cutaneous 
complication and about two and one-half months after the subthreshold arsenical 
hepatitis was first detected. The direct immediate van den Bergh reaction was 
positive, and the icterus index was 62.5. The liver was not palpable. Treat- 
ment consisted of intravenous injections of 1 Gm. of sodium thiosulfate dissolved 
in 50 cc. of a 10 per cent solution of dextrose. The hyperbilirubinemia receded 
rapidly, so that on October 15, after eleven days, the icterus index had fallen 
to 22.7; on November 1 it was 15. Jaundice disappeared in about four weeks. 
Despite the rapid decline in the bilirubin content of the blood, the tests for hepatic 
function continued to give slightly abnormal results. On December 13 the direct 
immediate van den Bergh reaction was weakly positive and the icterus index 
was 13. The patient failed to continue treatment at the clinic. 

The patient’s hypersensitivity to neoarsphenamine manifested itself 
simultaneously in the skin and the liver, the inflammation in the latter 
remaining in the background until after complete resolution of the 
cutaneous complication. Clinical hepatitis occurring after cessation cf 
treatment is of the so-called: delayed variety. In reality it is not 
delayed but remains below the surface of recognition until the advancing 
inflammation, involving the entire structure, produces bilirubinemia of 
such intensity that it becomes apparent at a glance. 

Subthreshold arsenical hepatitis occurs more often than is suspected. 


It is a good policy to perform tests of the hepatic function whenever a 
patient reacts abnormally to the arsphenamines. 


In this instance, treatment with sodium thiosulfate, while it possibly 
had a retarding effect on the inflammatory process, was unable to check 
its progress entirely. Opinions have been conflicting as to the value 
of sodium thiosulfate in arsphenamine complications. Although it 
has not been entirely successful in effecting rapid resolution of ars- 
phenamine complications in general, it has proved of unquestioned 
benefit, either alone or in conjunction with dextrose, in most instances 
of arsphenamine hepatitis. 


CasE 9—A Negress aged 36 had a routine Wassermann test of the blood 
performed on July 18, 1935; the result was reported as 3 plus. She had never 
before received antisyphilitic therapy. Injections of 0.45 Gm. of neoarsphenamine 
were given on the following dates: July 25, August 1, August 8, August 22, 
August 29 and September 5. About two hours after the first treatment she 
became nauseated and vomited once. After the second injection she complained 
of severe headaches and nausea; the latter symptom persisted throughout the 
entire week. With each succeeding treatment these manifestations became more 
intense. Her chief complaints were persistent nausea, anorexia, periodic attacks 
of vomiting which appeared after eating and a “weak feeling” in the upper por- 
tion of the abdomen. The patient noticed a yellow discoloration of the eyes 
twenty-four hours after the first injection. A few days after the second, a gener- 
alized pruritic eruption appeared; this became more marked as treatment was 
continued. Examination revealed a generalized mild pruritic erythematosquamous 
eruption, The skin and scleras were markedly icteric. The liver was not pal- 
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pable. On September 6 the direct immediate van den Bergh reaction was positive. 
and the icterus index was 50. One gram of sodium thiosulfate dissolved in 50 « 
of a 10 per cent solution of dextrose was administered twice a week. One week 
later the icterus index dropped to 36.7. On September 17 it was 27.5; symptoms 
persisted but they were comparatively mild; the jaundice was less intense, and 
the exfoliative dermatitis was undergoing resolution. On September 24 the icterus 
index was 22.5, and on October 1 it was 12.5. On October 15 the dermatitis 
had completely disappeared. Jaundice was not in evidence on October 25; at this 
time the icterus index was 11.5 and the direct immediate van den Bergh reaction 
was weakly positive. One week later the icterus index was 10 and the van den 
Bergh reaction was still weakly positive. 

On November 8, as the patient was asymptomatic, treatment with weekly 
injections of bismuth subsalicylate was started, the dose of each injection being 
1.5 cc. of the suspension. The hepatitis was undergoing resolution slowly, for 
six weeks later the icterus index was 7 and the direct delayed van den Bergh 
reaction was weakly positive. The patient was not seen again until after she 
had received fifteen injections of bismuth subsalicylate. At this time the tests 
of the hepatic function gave normal results. The patient having apparently 
recovered from the hepatic abnormality, it was decided to commence treatment 
with silver arsphenamine, since the Kahn reaction was still positive. On June 9 
1936, she received an injection of 0.15 Gm. Five hours later she became severely 
nauseated and felt feverish. Twenty-four hours later the nausea disappeared and 
was followed by a generalized pruritus, which subsided in three days. According 
to the patient these symptoms were identical with those which antedated the pre- 
vious dermatitis and hepatitis. Five days after the injection of silver arsphen- 
amine the tests for hepatic function gave normal results, but antisyphilitic 
treatment was temporarily discontinued at the patient’s request. An _ injection 
of 40 mg. of mapharsen was given on September 22, and two hours later there 
was a recurrence of symptoms, which indicated that the patient was intolerant t 
this compound as well. 


The return of symptoms shortly after an injection of silver ars- 
phenamine and again after administration of mapharsen clearly showed 
that the patient was intolerant to the arsphenamine group of com- 
pounds. The severe nausea pointed to an incipient arsenical hepatitis, 
just as the pruritus was an indication of an impending dermatitis. 
Intolerance to the arsphenamines endures long after the hepatitis has 
resolved ; there is strong indication that it may persist through life. 

In a small percentage of allergic persons the arsphenamines are 
capable of inducing abnormal changes in two or more organs simul- 
taneously. If during treatment complications of questionable 
etiology arise in two or more organs simultaneously or within a short 
time of each other, these pathologic manifestations probably result from 
a specific hypersensitiveness to the compound employed in treatment. 
This fact is important when the origin of a hepatitis is considered. Ii 
during treatment or shortly thereafter hepatitis arises in conjunction 
with dermatitis, with multiple neuritis or with abnormal changes in 
the blood incident to injury of the bone marrow, that hepatic abnor- 
mality undoubtedly results from an arsenical intoxication. 
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‘se 10—A white man aged 27 had a 4 plus Wassermann reaction of the 
blood. Routine questioning elicited a history of chronic alcoholism extending 
over a period of ten years. He received eight weekly injections of 0.45 Gm. of 
neoarsphenamine, the last of which was given on June 25, 1935. These treat- 
ments did not provoke any unfavorable reactions at the time they were given. 
He failed to return for bismuth therapy. About two months after he had received 
the last injection he experienced a severe pressure sensation in the epigastric and 
umbilical regions, accompanied by anorexia and a yellow discoloration of the skin. 
The abdominal discomfort was continuous and became more intense after meals. 
He was not nauseated at any time. On September 6 the direct immediate van 
den Bergh reaction was positive and the icterus index was 30. Injections of 
sodium thiosulfate in a solution of dextrose were given twice a week. Improve- 
ment was rapid; the subjective symptoms subsided within four days, and the 
icterus index dropped to 20.4. On September 17, or after eleven days of detoxi- 
fication therapy, the epigastric discomfort disappeared; the icterus index dropped 
to 18.7. After two weeks of treatment the jaundice disappeared. On October 4, 
in spite of the fact that the icterus index was 12.5 and the van den Bergh reac- 
tion was weakly positive, injections of a bismuth preparation were commenced. 
Tests of the hepatic function gave normal results during a routine examination 
on March 20, 1936, the patient having received fifteen injections of a bismuth 
preparation. At this time he received an intravenous injection of 0.2 Gm. of 
silver arsphenamine, and four days later he complained of dull pains in the head, 
persistent mild pressure discomfort in the epigastric region and a generalized 
pruritus. There was no evidence of a dermatitis or of jaundice. The icterus 
index was 6.1, and the van den Bergh reaction was negative. Twenty-four hours 
after a single injection of sodium thiosulfate had been given, all the subjective 
manifestations disappeared. On April 3, as the patient was asymptomatic, another 
injection of 0.2 Gm. of silver arsphenamine was given, and five days later there 
was a recurrence of symptoms of greater intensity. These simulated both in 
type and in degree those which had accompanied the previous attack of jaundice. 
The van den Bergh reaction was still negative, but the icterus index had risen 
to 7.2. On April 14 it was 7.5, and on April 21 it was 8.5. All the symptoms 
disappeared on April 28, the icterus index at this time being 7.5. Bismuth therapy 
was again resumed on May 8, and on June 12 the van den Bergh reaction was 
negative and the icterus index was 4. 


When jaundice appeared two months after the last injection of 
neoarsphenamine, the diagnoses under consideration were syphilitic 
hepatitis, delayed arsphenamine hepatitis and catarrhal jaundice. The 
decrease of the icterus index from 30 to 15 within two weeks without 
antisyphilitic treatment eliminated the possibility of syphilitic hepatitis. 
\t that time it was not possible to exclude catarrhal jaundice. How- 
ever, months later, when the results of tests of hepatic function were 
normal, resumption of arsphenamine therapy provoked a syndrome 
similar to that which had accompanied the previous hepatitis. This 
fact demonstrated beyond question the patient’s intolerance to the 
arsphenamine group and evidently incriminated it in the production 
of the previous complication. The rise of the icterus index from 4.5 
to 6.1 one week after the first injection of silver arsphenamine, its 
further elevation to 8.5 after the second treatment and its decline after 
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discontinuation of arsenical medication are significant. The return of 
symptoms coincident with the beginning of the second course of injec- 
tions was evidence of a recurrent hepatitis. ; 

Whether chronic alcoholism is a factor in the causation of arsenical 
hepatitis is a matter of conjecture. The occurrence of this complica- 
tion in a number of persons addicted to the use of alcohol has sug- 
gested this etiologic possibility. It is possible to conceive of a liver 
many of the cells of which are in a state of lowered resistance owing 
to constant injury from alcohol being overwhelmed by repeated 
exposure to arsenic, a hepatotoxic metal. If the patient is even mildly 
sensitive to this antisyphilitic drug an ensuing arsenical hepatitis should 
be anticipated. 

CATARRHAL JAUNDICE 

Jaundice arising during arsphenamine therapy, while it is most 
often the result of allergy to the drug, may also be caused by a reac- 
tivation of a syphilitic process or by an infectious catarrhal jaundice. 
Occasionally it may be due to a condition entirely unrelated to treat- 
ment, such as cholelithiasis, cholangeitis, cholecystitis, carcinoma or 
some other intrahepatic or extrahepatic pathologic condition. 

The incidence of catarrhal jaundice is usually low provided an 
epidemic is nonexistent. Many observers have been impressed with 
the theory that an infectious agent other than S. pallida is the chief 
cause of hepatic complications during treatment. A few have stressed 
the importance of spirochetal activity, while others have expressed the 
belief that a combination of these factors, including arsenic, is respon- 
sible for hepatic dysfunction. 

The etiology of hyperbilirubinemia developing during or shortly 
after cessation of arsphenamine treatment is difficult to determine at 
the first consultation; weeks and even months of observation may be 
required to solve this problem. A positive Wassermann reaction of 
the blood does not brand a condition as syphilitic any more than a 
history of arsenical therapy absolutely implicates this drug in the pro- 
duction of damage to the liver. If during arsphenamine therapy hepatitis 
presents itself together with dermatitis or any other complication 
probably due to arsphenamine, the hepatic abnormality most probably 
results from allergy to the drug. Catarrhal jaundice has a tendency 
to resolve noticeably within from seven to fourteen days without medi- 
cation with sodium thiosulfate or dextrose or any special method of 
therapeutic attack. This improvement is unusual in livers extensively 
damaged as a result of hypersensitiveness to drugs. Furthermore, 
resumption of arsphenamine therapy after resolution of arsenical 
hepatitis invariably provokes a recurrence of subjective manifestations 
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to those which accompanied the previous attack. This display 


similal 
of intolerance is not customary in patients who recover from catarrhal 


Case 11—A Negress aged 27 had never received antisyphilitic therapy until 
1935, when a Wassermann test of the blood, performed at another institu- 
showed a 4 plus reaction. She had complained of generalized pains in the 
soints. which subsided after she received two injections of neoarsphenamine and 
one of a bismuth preparation. On July 25, 1935, the Kahn reaction of the blood 
was 4 plus. She received intravenous injections of 0.45 Gm. of neoarsphenamine 
on August 8 and on August 15. Each injection of the arsenical elicited a gastric 
reaction which appeared immediately after treatment and persisted for about 
fifteen minutes. The patient refused to continue treatment and was not seen 
again until four months later, when she was admitted to the medical service on 
December 17, complaining of severe nausea, vomiting, epigastric distress and loss 
of weight. Her illness commenced three weeks before admission. Physical 
examination revealed marked jaundice, a slightly enlarged and tender liver and 
bilateral salpingitis. The direct immediate van den Bergh reaction was positive, 
and the icterus index was 58.2; three days later it was 44.5. The results of other 
determinations of the icterus index were as follows: 


12/27/35 
12/31/35 
1/ 9/36 


June 


tion, 


She recovered after receiving symptomatic treatment and was discharged on Jan. 
9 1936, with a diagnosis of acute catarrhal jaundice. At no time did she receive 
sodium thiosulfate or antisyphilitic therapy. 

The patient was seen again at the clinic on May 7. Tests of hepatic function 
gave normal results, and the Kahn reaction of the blood was 3 plus. She toler- 
ated well five injections of silver arsphenamine and was then given a bismuth 
preparation because her veins were inaccessible. 


In this case a diagnosis of syphilitic hepatitis was readily eliminated 
irom consideration since resolution was effected without recourse to 
antisyphilitic drugs. However, it is difficult to distinguish between 
delayed arsphenamine hepatitis and catarrhal jaundice. While the 
jormer usually manifests itself within three months after the last 
treatment, four and even five months may elapse before jaundice 
develops. The fact that silver arsphenamine was well tolerated and 
did not either precipitate a recurrence of symptoms or produce labora- 
tory evidences of hepatic dysfunction pointed to the diagnosis of 
catarrhal jaundice. Since there is no specific test by which one can 
differentiate a liver injured by an intercurrent infection from one 
that is damaged by treatment, it can be readily seen why a con- 
troversy still exists as regards the pathogenesis of a complicating 
jaundice. The fact that in case 11 the hepatitis resolved quickly with- 
out recourse to sodium thiosulfate is significant. It would have been 
most unusual for an arsphenamine hepatitis of such severity to recede 
so rapidly without recourse to this eliminant. Despite the skepticism 
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of many, sodium thiosulfate is of unquestioned value in relieving 
hepatic complications due to arsenic and should be employed as 
routine together with dextrose. 


HEPATIC COMPLICATIONS IN THE PREGNANT SYPHILITIC WOMAN 
When no complications are present a pregnant woman tolerates 
antisyphilitic treatment as well as a nonpregnant patient. Nevertheless, 
the syphilologist assumes an added responsibility, since the liver is sub- 
ject to injury not only from treatment but from pregnancy itself. 

It is well known that gastric disturbances manifesting themselves 
during the first few months of pregnancy and limited to a certain 
part of the day are not an indication of an existing complication and 
should be disregarded so far as arsphenamine therapy is concerned. 
Persistent nausea and vomiting which continue to increase in intensity 
become a serious problem. If these symptoms occur during arsphen- 
amine therapy, they may be an indication of hepatic dysfunction 
resulting from allergy to the drug, or they may result from a toxemia 
of pregnancy. The presence of persistent nausea and vomiting calls for 
immediate cessation of antisyphilitic treatment until their cause is 
ascertained. Routine tests of hepatic function should be performed in 
all cases. Hyperbilirubinemia occurring during treatment is an ominous 
finding the pathogenesis of which will in some instances tax the most 
resourceful and experienced therapeutist. 


Subthreshold Arsphenamine Hepatitis——It is indeed surprising that 
a liver constantly exposed to injury from fetal metabolic products should 
be capable of withstanding as well as the liver of a nonpregnant woman 
repeated injections of arsphenamine, a compound which is decidedly 
hepatotoxic. However, when arsenical hepatitis presents itself in a 


pregnant woman the prognosis is much more serious than in a non- 
pregnant woman because of its tendency to terminate in acute necrosis. 

The following case is illustrative of a subthreshold type which ter- 
minated favorably without interruption of the pregnancy. 


Case 12.—A woman aged 22 at the seven month stage of her first pregnancy 
had a 4 plus Wassermann reaction of the blood. Before treatment was begun 
her weight was 116 pounds (52.7 Kg.). She complained of nausea and vomiting 
which were of moderate intensity and occurred but once during the morning. 
There was no recent loss of weight, and the nutritional state was fair. The van 
den Bergh reaction was negative, and the icterus index was 6. Injections of 
0.45 Gm. of neoarsphenamine were administered on May 25 and on June 1, 1935. 
Immediately after the second treatment the patient complained of persistent 
nausea, vomiting and epigastric distress. She was seen on June 8, one week 
after the last injection. She seemed to be in great distress; her weight had 
decreased to 106% pounds (48.3 Kg.). The liver was not palpable; jaundice 
was absent. The direct immediate van den Bergh reaction was weakly positive, 
and the icterus index was 12.5. She was admitted to the service of Dr. F. A. 
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Kassebohm on June 9 and was discharged on June 16. In addition to symptomatic 
treatment, including a high carbohydrate diet, she received sodium thiosulfate and 
dextrose with good results. On June 10 the van den Bergh reaction was still 
positive but the icterus index had receded to 9.5. The urea nitrogen, creatinine 
and sugar contents of the blood were normal, and the blood showed mild sec- 
ndary anemia. The blood pressure on three occasions was 128 systolic and 96 
liastolic, 126 systolic and 88 diastolic and 124 systolic and 70 diastolic, respec- 
tively. The patient was again seen at the clinic on July 6. During her absence 
she did not receive antisyphilitic treatment. The direct delayed van den Bergh 
reaction was weakly positive, and the icterus index was 7.5. An intramuscular 
injection of bismuth subsalicylate precipitated a recurrence of symptoms which 
necessitated curtailment of all forms of treatment. 


In this case the diagnoses under consideration were arsphenamine 
hepatitis and toxemia of pregnancy. The fact that the hepatitis receded 
gradually after treatment was discontinued, the pregnancy being unin- 
terrupted, supported the former diagnosis. Eclampsia could be ruled 
out by the history and by .the clinical and laboratory findings. Per- 
nicious vomiting is unusual in as late a stage of pregnancy; likewise 
the favorable response to treatment as outlined eliminated this diagnosis 
from consideration. The recurrence of symptoms after a single injec- 
tion of bismuth subsalicylate might be explained on a neurogenic basis, 
since it is unusual for this drug to reactivate asymptomatic subthreshold 
arsenical hepatitis. On the other hand, it might have resulted from 
an allergic response to bismuth in the presence of a liver incapacitated 
by the previous arsenical medication. 

Hyperemesis Gravidarum.—There may be some difficulty in dif- 
ferentiating pernicious vomiting from arsenical hepatitis. In the former 
the subjective symptoms are marked and are entirely out of proportion 
to the degree of involvement of the liver. The presence of nephritis 
also favors the former diagnosis. 

Therapy with sodium thiosulfate and dextrose, while of decided 
benefit in arsphenamine hepatitis, would probably be without value in 
checking moderately severe pernicious vomiting. 

Case 13—A Negress aged 25, at the two and one-half month stage of her 
fourth pregnancy, was admitted to the service of Dr. F. A. Kassebohm on April 
3, 1933, with a diagnosis of pernicious vomiting. She had had three uncompli- 
cated pregnancies terminating at full term. Her present illness commenced 
eighteen days before she was admitted. Her chief complaints were constant 
nausea, vomiting, headache, abdominal pain, jaundice and hematemesis. Nausea 
had been constant. Vomiting occurred from seven to eight times a day, and two 
days before she entered the hospital the vomitus had been blood stained. After 
emesis cramplike pains were experienced, persisting for from fifteen to thirty 
minutes. Jaundice had been present for about one week. The patient appeared 
listless and drowsy. There was slight edema about the eyes and ankles. The 
scleras were moderately icteric; the liver was not palpable. The abdomen was 
flat and tender throughout but particularly in the right upper quadrant. Rectal 
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examination showed the uterus to be 3 fingerbreadths above the symphysis pubjs 
The blood pressure on two occasions was 130 systolic and 78 diastolic and 13 
systolic and 70 diastolic, respectively. A Kahn test of the blood gave a 3 plys 
reaction, but there was no history of antisyphilitic treatment. 

A therapeutic abortion was performed on April 4, with excellent results: the 
symptoms gradually subsided; jaundice disappeared on April 7. The patient was 
discharged in good condition on April 12. 

The results of various laboratory examinations were as follows: 

4/5/33 4/6/33 4/8/33 
Direct immediate van den Bergh reaction Positive Positive Weakly positiy: 
Ieterus index 23.4 15.0 10.7 
Chemical composition 4/6/33 4/7/33 4/8/33 
per 100 ce. 
Creatinine ; 13 1.4 1. 
Urea nitrogen ; 19.6 14.4 8. 


Sugar i 108.0 98.0 
Chloride “e is R 330.0 380.0 


4/6/33 4/7/33 
Results of urinalysis 
Albumin a Trace Trace Trace 
Trace Trace None 
Few hyaline Many hyaline; Few hy 
few granular 


In case 13 a diagnosis of hyperemesis gravidarum was self-evident. 
The severe gastric disturbances, the presence of a highly toxic state 
and the absence of a history of arsphenamine therapy clearly estab- 
lished this diagnosis. The excellent response following interruption 
of pregnancy proved beyond doubt that the toxemia was caused by 
the gravid state. Subsequent events ruled out syphilitic hepatitis. A 
liver damaged by syphilis or by arsphenamine to the extent of pro- 
ducing an icterus index of only 23.4 would not induce so severe a 
toxemia. In this case the hepatic insufficiency was the end-result and 
not the cause of the toxemia. 

Eclampsia.—A syphilitic patient in a state of preeclampsia in which 
hepatitis dominates the clinical picture may at times present some 
difficulty in diagnosis, particularly if the patient has received anti- 
syphilitic treatment. The presence of hypertension and nephritis asso- 
ciated with severe pain in the upper portion of the abdomen and 
disturbances of the special senses establish the diagnosis of toxemia of 
pregnancy. Nephrosis directly due to arsphenamine is exceedingly 
rare; furthermore, this complication is not associated with increased 
arterial tension. During pregnancy, a gradual rise in blood pressure 
does not resu't from arsphenamine therapy but points to an under- 
lying toxemia induced by the gravid state. 


A typical case of eclampsia associated with a clinical hepatitis is 
readily diagnosed. The prodromal symptoms, the presence of increased 
arterial tension and of nephritis, readily identify it. 
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Acute Yellow Atrophy.—lIt is significant that in many cases acute 
-ellow atrophy of the liver occurs during pregnancy. Hepatitis pre- 
senting itself during this period, whether due to syphilis, to arsphen- 
amine or to the gravid state, is a serious complication and unless 
properly managed, and frequently in spite of proper management, may 
result fatally. Acute hepatic necrosis may result from many causes, 
including extreme hypersusceptibility to spirochetal toxemia, to the 
arsphenamine compounds or to fetal metabolic products. Whether all 
three factors are interwoven and are responsible for this complication 


is problematic. Progressive hepatitis, regardless of its pathogenesis, 


is an indication for termination of pregnancy. 


Case 14—A Negress aged 19, at the seven month stage of her first preg- 
nancy, had a positive Wassermann reaction of the blood during April 1932. From 
\pril 6 to May 13 she received six intramuscular injections of a mercurial 
preparation and five intravenous injections of an arsphenamine compound. The 
doses of these were unknown since they were given at another clinic. She was 
idmitted to the service of Dr. F. A. Kassebohm on May 24 and died on May 26. 
She was semicomatose when admitted. There was jaundice of moderate intensity. 
The uterus was enlarged, the size corresponding to the stage of the pregnancy. 
The history during the interval between the last injection and the patient’s admis- 
sion could not be obtained. On May 24 the Kahn reaction of the blood was 4 
plus. The direct immediate van den Bergh reaction was positive, and the icterus 
index was 30. The chemical composition of the blood was as follows: 


Mg. per 100 Cc. 
5/24/32 5/26/32 
Creatinine 1.1 aa 


Urea nitrogen Pe 8.3 22.1 
70.0 18.3 


Just before the patient died the pregnancy terminated spontaneously, with 
expulsion of a dead fetus. 

Autopsy, performed on May 27, substantiated the clinical diagnosis of acute 
yellow atrophy of the liver. 

Acute yellow atrophy of the liver occurring during pregnancy is 
rapidly fatal. It is advisable to perform tests of hepatic function during 
gestation whenever symptoms which might result from hepatic insuffi- 
ciency manifest themselves. Early detection of progressive hepatitis 
calls for expulsion of the fetus in order to avert acute destruction of 
the liver. 

Hepatogenic hypoglycemia indicates a poor prognosis. Persistent 
decline in the sugar content of the blood in the presence of hepatic 
insufficiency presages a fatal termination. 


YELLOW ATROPHY OF THE LIVER 


From 1930 to 1935 there were ten patients at the Harlem Hospital 
whose condition was clinically diagnosed as acute yellow atrophy of 
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the liver. The records of eight of these patients were available for 
study. The following is a summary of the more important findings: 
1. Five of the patients were examined post mortem, and in each instance 
the clinical diagnosis was verified. 2. All the patients were women, 
six were Negresses and two were white. Seven were in the second 
or the third decade of life. 3. The Kahn reaction of the blood was 
strongly positive for four and negative for two. There were no reports 
for the other two since they died less than twenty-four hours after 
being admitted to the hospital. 4. Three of the four syphilitic patients 
had received antisyphilitic therapy before the hepatic complication 
occurred. 5. Two of the patients were pregnant when the hepatic 
abnormality manifested itself. 6. There was a definite history of 
alcoholism for two. 7. All the patients whose records were available 
were married and had been pregnant at some time. 8. Sharp pain in 
the upper portion of the abdomen was a prominent symptom in five. 
9. In the three nonpregnant, nonsyphilitic patients rheumatic endo- 
carditis was present. 

The fact that all the patients whose records were available were 
married women who had been pregnant at some time prior to the advent 
of this complication deserves serious consideration from an etiologic 
standpoint. It is possible that pregnancy is capable in rare instances 
of lowering the threshold of hepatic sensitiveness to such an extent 
that a moderate degree of irritation, which in the average case pro- 
duces little or no harm, will incite hepatitis of such severity as to 
terminate in complete destruction. Of course, this rare fatal form 
of hepatitis occurs in men, but the incidence is extremely low. 

It is possible for the streptococcus, for S. pallida or for some other 
organism to destroy a liver completely, an abnormally high allergic 
index being present. This likewise applies to certain drugs, such as 
alcohol, arsenic, bismuth or any of the so-called hepatotoxic prepara- 
tions. That S. pallida and the arsphenamine group of compounds, 
either alone or acting in unison, are capable of inciting hepatitis which 
terminates in acute yellow atrophy is well known. In order to pro- 
duce such a pathologic state these irritants must come into contact with 
tissues possessing an abnormally high degree of allergy. 


Case 15.—A Negress aged 35, married, in her sixth pregnancy, had a 4 plus 
Kahn reaction of the blood. She had never before received antisyphilitic treat- 
ment. She said that she had been addicted to the use of alcohol for the past 
ten years. Since intravenous injections of an arsphenamine could not be given 
because her veins were inaccessible, she was given intramuscular injections of 
bismuth subsalicylate, the dose of each injection being 1.5 cc. of the suspension. 
Treatments were administered on July 5 and 19, Aug. 9, 23 and 30 and Sept. 6 
and 13, 1933. When the patient returned to the clinic one week after the seventh 
treatment, distinct jaundice was present. She also complained of nausea, vomiting 
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and pain in the upper portion of the abdomen. She was admitted to the service of 
Dr. |. A. Marks on October 16. On admission she appeared dull and restless; 
‘ting occurred frequently. The liver was just palpable, but jaundice was 
intense. Her condition became progressively worse; the toxemia and the jaundice 
were increasing in severity, while the liver was gradually diminishing in size as 
determined by percussion, She lapsed into coma and died on October 28, twelve 
days after admission, or about five weeks after the hepatitis was first detected. 
Specimens of blood for the various tests could not be obtained because her veins 


you 


were inaccessible. 

Autopsy, performed by Dr. S. Weintraub, confirmed the clinical diagnosis of 
acute yellow atrophy of the liver. Chronic salpingitis and a uterine fibroid were 
also noted. 

Since chronic alcoholism predisposes to hepatic cirrhosis and to 
syphilitic hepatitis, there is a strong possibility that in case 15 the 
liver was damaged before bismuth was used. On general principles, 
if hepatic disease were known to have been present bismuth therapy 
would not have been contraindicated. Given a liver with a hyper- 
allergic background, it is possible for any type of spirocheticide to incite 
acute hepatic destruction. The arsphenamines, because of their ability 
to concentrate in comparatively large amounts in the liver and because 
of their hepatotoxic qualities, are more liable to produce this type of 
complication than either bismuth or mercury. It is reasonable to 
assume that repeated pregnancies and chronic infections are capable 
in rare instances of lowering the threshold of hepatic sensitiveness to 
such an exent that the administration of an antisyphilitic drug pre- 
cipitates severe hepatitis. 

The association of severe pain in the upper portion of the abdomen 
and hepatitis should make one suspect acute yellow atrophy, provided 
a surgical condition can be ruled out. The outlook for a severely 
damaged liver which is rapidly decreasing in size is practically hopeless. 
Sodium thiosulfate has not been successful in combating this condition 
when it occurs during antisyphilitic treatment. 


SUMMARY 


1. The qualitative direct van den Bergh test and the icterus index 
test for quantitative determination of the bilirubin content of the blood 
are simple, accurate tests for hepatic function. Present day tests 
of function, while they are of great value in detecting mild to severe 
grades of inflammation, are incapable of disclosing incipient pathologic 
changes. Tests of hepatic function should be performed whenever a 
patient reacts abnormally to the arsphenamines. Patients with late 
stages of syphilis should have tests of function performed from time 
to time in order that early progressive types of hepatic insufficiency 
may be detected. 
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2. Caution should always be exercised when one is treating ever 
mild types of syphilitic hepatitis with the arsphenamines, despite the 
general good therapeutic response. Subthreshold syphilitic hepatitis js 
usually asymptomatic. It is of common occurrence during the active 
phase of the disease, yet it escapes clinical recognition because tests of 
function are not performed as a routine. Since it is plausible to assume 
that chronic alcoholism favors localization of S. pallida in the liver. 
alcoholic addicts who contract the disease have a greater tendency to 
acquire hepatic syphilis. When one is treating such persons bismuth 
should be given preference over the arsphenamines at the beginning 
of therapy, particularly in late stages of syphilis. During arsphenamine 
therapy the reactivation of a subthreshold syphilitic hepatitis to such 
proportions as to produce marked bilirubinemia is relatively uncommon: 
yet this type of reaction should always be considered when jaundice 
develops. 

3. The liver is often the site of a Herxheimer reaction during ars- 
phenamine therapy, but since the condition is most often of an asymp- 
tomatic subthreshold type, it usually escapes recognition. It is possible 
to avoid a severe Herxheimer reaction and a marked therapeutic 
paradox by substituting bismuth for the arsphenamines. <A _ 10 per 
cent suspension of bismuth subsalicylate in a vegetable oil should be 
the preparation of choice. 

4. A subthreshold arsenical hepatitis may become evident during 
treatment or shortly after its completion. A progressive subthreshold 
type is transformed into a threshold form within two or three months 
after its inception; in an exceptional case the change may take four or 
even five months. Persistent nausea, periodic attacks of vomiting and 
distress in the upper portion of the abdomen arising during ars- 
phenamine therapy should arouse suspicion of a complicating arsenical 
hepatitis. Its early detection is essential if severe grades of inflamma- 
tion are to be avoided. Gastric complaints accompanying arsphenamine 
therapy may result from a general allergic reaction without associated 
hepatitis. In such cases the nausea and vomiting disappear within 
from twenty-four to forty-eight hours. Occasionally symptoms persist 
for a week but distress in the upper portion of the abdomen is absent. 
Tests of hepatic function should be performed whenever these symp- 
toms continue longer than forty-eight hours. They should be repeated 
as often as necessary. A subthreshold arsenical hepatitis may be 
entirely asymptomatic in a small percentage of cases. Resumption of 
antisyphilitic treatment with bismuth is not contraindicated in the 
presence of a resolving subthreshold arsenical hepatitis provided the 
patient is asymptomatic. 
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5. When a patient first comes under observation it is often impos- 
sible to differentiate arsenical hepatitis from catarrhal jaundice. How- 
ever, if resumption of treatment with an arsphenamine compound 
after complete resolution of the hepatitis provokes a syndrome similar 
to that which accompanied the previous jaundice, it may be concluded 
that the hepatitis resulted from antisyphilitic therapy. This display of 
intolerance is not customary in patients who recover from catarrhal 
The recurrence of symptoms indicates the presence of an 


jaundice. 
incipient arsenical hepatitis despite the normal results of tests of 
hepatic function. If hepatitis develops in association with any other 
complication likely to be due to arsphenamine, the hepatic inflammation 
probably results from an allergic response to arsenic. If after two 


weeks of therapy with sodium thiosulfate and dextrose a complicating 
hepatitis does not reveal evidences of resolution, small doses of bismuth 
subsalicylate should be substituted in order to rule out syphilitic 
hepatitis. Arsphenamine hépatitis should show definite evidences of 
resolution within two weeks unless the inflammation is of such severity 
that it may terminate in acute yellow atrophy. Catarrhal jaundice 
shows marked improvement within two weeks. Whether chronic 
alcoholism is a factor in the causation of arsphenamine hepatitis is a 
matter of conjecture. Its occurrence in a number of persons addicted 
to the use of alcohol has suggested this predisposing etiologic possibility. 
The result of inadvertent administration of an arsphenamine in the 
presence of arsenical hepatitis varies with the degree of hypersensitivity 
of the patient. Intravenous injections of sodium thiosulfate dissolved 
in a solution of dextrose have proved beneficial in cases of hepatic 
dysfunction caused by arsenic. They should be employed as a routine 
in all cases. 

6. Pregnancy, ingestion of drugs and infections, either alone or in 
combination, are capable of destroying a liver with an abnormally high 
allergic index. Hepatogenic hypoglycemia indicates a poor prognosis. 
Hepatitis associated with severe pain in the upper portion of the 
abdomen should make one suspect acute yellow atrophy, provided a 
surgical condition can be ruled out. 

7. Jaundice appearing during pregnancy is an ominous finding, 
regardless of its etiology. Hepatic insufficiency is caused by toxemia 
of pregnancy if it is accompanied by an increasing arterial tension 
and nephritis. Under such conditions, syphilis and arsphenamine can 
be ruled out as etiologic factors. Progressive hepatitis regardless of 
its pathogenesis is an indication for the termination of pregenancy. 
It is possible in rare instances for repeated pregnancies and chronic 
infections to lower the threshold of hepatic sensitiveness to such a 
(legree that the administration of any antisyphilitic compound will pre- 
cipitate a fatal issue. 
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Pursuant to a preliminary report’ on sodium bismuthate soluble, 
now called sobisminol, this report presents complete clinical data on 
excretion. This is important in relation to the use of this -bismuth 
compound in antisyphilitic treatment. The results obtained leave no 
doubt of a prompt and well sustained absorption of bismuth. Continued 
daily medication sustains concentrations of bismuth in the blood and 
tissues comparable to those resulting from intramuscular injections. 
Effects, in general, indicate that oral administration of sobisminol 
bids fair to be a practical therapeutic measure. 


PROCEDURE 


Twelve complete observations were made on seven different persons, i. ¢., on 
four healthy male research workers, two male patients and one female patient. Study 
of the excretion of bismuth in the urine was made with administration of small 
and of large single doses of sobisminol, of divided weekly doses and of daily doses 
for two weeks, with both soluble and insoluble sodium bismuthate and with 
administration on an empty stomach and after a liberal intake of food. The begin- 
ning and the duration of excretion were noted, and the fecal excretion was 
determined in three subjects receiving large daily doses of the drug. The bismuth 
content was determined in weekly samples of urine from about seventy ambulatory 
patients receiving different doses of the medicament daily. 

The method used for quantitative estimation of bismuth in all the samples of 
urine was the same as that previously described.2 In addition, a short clinical 


From the Department of Pharmacology, Stanford University School of 
Medicine. 

1. Hanzlik, P. J.; Lehman, A. J., and Richardson, A. P.: Sodium Bismuthate 
Soluble, Am. J. Syph., Gonor. & Ven. Dis, 24:1, 1937. 

2. Lehman, A. J.; Richardson, A. P., and Hanzlik, P. J.: Improved Proce- 
dures for Estimating Bismuth in Body Fluids and Tissues, J. Lab. & Clin. Med 
21:95, 1935. 
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was used in examination of the urine of ambulatory patients. The 
of the analytic methods may be obtained by consulting the original pub- 


sobisminol was used in solution and in a soft mass in capsules. The 
| of preparation is given in the preliminary report. One cubic centimeter 
he solution contains the equivalent of 0.03 Gm. of sodium bismuthate 


(NaBiOs), 0.08 Gm. of triisopropanolamine and 0.5 Gm. of propylene glycol; the 
remainder is water. A capsule contains the same ingredients in somewhat different 
proportions, the bismuth content being the equivalent of 0.2 Gm. of sodium bis- 


muthate (0.14 Gm. of elemental bismuth). Sobisminol contains no free sodium 


hismuthate but some unidentified bismuth complex. 























SINGLE DIVIDED DOSES 





AND 


Two research workers (Rn and Ln) took by mouth 10 cc. (0.3 Gm.) 
of sobisminol solution. The total quantities of bismuth excreted in 
their urine (table 1) were as follows: none for four days (Rn) ; 
0.0138 mg. (Ln) during the first day only, or about 0.007 per cent 
of the total taken. 

Three research workers (Ln, Vw and Fx) took the sobisminol mass 
in capsules on an empty stomach. The total doses taken in three 
divided portions within twelve hours were 1.2 Gm. for Ln and 1.8 
Gm. for Vw and Fx. The specimens of urine were collected at one- 
half hour intervals during the first five hours and thereafter at five 
hour intervals during working hours until the excretion of bismuth 
was completed. The total cumulative excretion of bismuth for each 
man is presented in chart 1. 

It is clear that individual differences in excretion existed. The curves 
for Fx and Ln were similar but not identical during the first twenty 
hours. The curve for Vw showed the greatest divergence after the 
first five hours. There is no doubt that bismuth was absorbed in all 
three men during the first half-hour after administration, since specimens 
“from all three contained bismuth. The total quantities excreted during 
the first half-hour varied, being 0.226 mg. for Vw, 0.31 mg. for Ln 
and 0.174 mg. for Fx. Ln showed the highest excretion in any given 
period during four days, most of the urinary bismuth, or 4.5 mg., being 
excreted at the end of thirty hours and but little more, or about 0.7 
mg., being excreted at the end of one hundred and forty-two hours 
(about six days), when the total amount excreted was 5.28 mg. Fx 
had excreted about 3.17 mg. at the end of twenty-four hours, when 
the collections of urine were stopped. The excretion in the same 
period was about 4.278 mg. for Ln, but only about one-third the amount, 


3. Hanzlik, P. J.; Lehman, A. J.; Richardson, A. P., and Van Winkle, W.: 
Rapid Clinical Method for Estimation of Bismuth in Urine, Arch. Dermat. & 
Syph., this issue, p. 725. 
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or 1.2 mg., for Vw. The amount excreted by Vw was greatly retarded 
about two hours after administration and then increased gradually 
for several days until it reached a total of 3.5 mg. at the end of one 
hundred and forty-two hours (about six days). Most of the bismuth. 
or about 3 mg., was excreted by Vw in four days. There was no 
apparent reason for the peculiarly slow excretion shown by Vw. There 
was a remarkably well sustained hourly and daily excretion of bismuth 
during the first three days by -all the men, outstanding decreases being 
registered during sleeping hours. Then, rather abruptly, the excretion 
seemed to stop between the fourth and the sixth day. The peak was 
reached within six hours in all subjects. 

It appears that the bismuth is absorbed in the upper part of the 
small intestine before it is subjected to the action of hydrogen sulfide 
All that may be absorbed is apparently absorbed during the first half- 
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Chart 1.—Urinary excretion of bismuth after single oral doses of sobisminol 
after fasting and after taking food. The curves indicate the beginning and th 
total excretion of bismuth in three healthy persons at intervals after administra- 
tions of sobisminol, both after fasting and after ingestion of food. 


hour after each administration, but the excretion of bismuth outlasts 
the absorption. Consequently, with repeated daily doses a “built-up,” 
or cumulation, of bismuth occurs in the body. This is indicated more 
definitely by other curves of excretion after single therapeutic doses. 

The percentages excreted of the total bismuth in the sobisminol 
administered were 0.44 (Ln), 0.18+ (Fx) and 0.2 (Vw). The 
feces were not analyzed, but they undoubtedly contained most of the 
bismuth administered. Small amounts of bismuth accumulated in the 
body, presumably in such organs as the liver and the kidneys. Con- 
sistent with this was a continuance of the urinary excretion of bismuth 
by Vw and Ln for four and for six days, respectively, after adminis- 
tration and by Fx for more than one day. 
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|:xactly the same doses of sobisminol were taken by the same three 
research workers on another occasion, but this time the drug was 
taken after a full meal had been eaten. The results in two (Ln and Fx) 
of the three workers (chart 1) showed about what might be expected, 
namely, a reduction in absorption. The total excretion of bismuth was 
roughly one-half during comparable periods for each man; actually the 
total excretion averaged less than 2 mg. in from three to six days. 
\Vhen curves of hourly excretion were plotted, the progress of the 


urinary excretion was about the same as when the drug had been taken 
in the absence of food, but there was quantitative reduction. One man, 
\\w, showed a greater excretion for each period than he had when the 
previous determinations were made, but the total percentage excreted 


was almost the same as before, i. e., 0.24. In eight hours Vw excreted 
1.4 mg., or 0.2 mg. more than was excreted in twenty-four hours when 
no food was taken before medication. Vw showed peculiarities during 
previous observations ; apparently food did not reduce his absorption of 
bismuth, or hyperemia due to alimentation promoted it. Although anal- 
yses of feces were not made, it was observed that most of the bismuth 
was expelled as bismuth sulfide. Only minute quantities of bismuth 
were found in samples of urine excreted on the first day by any of the 
men. It seems likely that, for the majority of persons, absorption 
of sobisminol will be better when the compound is taken on an empty 
stomach than when it is taken after food, but definite and continuous 
absorption does occur ; in fact, in some persons it may be unaffected by 
or greater in the presence of food. 


DAILY DOSES FOR ONE WEEK 


Continued daily doses of solution of sobisminol and of dry sodium 
bismuthate were taken by two of the same research workers (Ln and 
Rn) for comparison of the urinary excretion. Doses of 0.8 Gm. 
of sobisminol in solution were taken daily for six days by each man, 
the total dose taken being 4.83 Gm. The total quantities of bismuth 
excreted (table 1) were 3.2045 mg. in eleven days (Rn) and 15.6692 
mg. in eighteen days (Ln) ; of the total amounts of bismuth administered 
the percentage excreted were 0.094 (Rn) and 0.46 (Ln). Again the 
excretion continued for a considerable time after medication was stopped ; 
actually it lasted at least twelve days for Ln and five days for Rn. The 
feces were not analyzed, but they probably contained most of the 
bismuth administered. The results established definitely the absorption 
of the sobisminol in solution, the general characteristics being the 
same as those when the mass in capsules was taken. The solution 
was well tolerated. When capsules cannot be swallowed, as sometimes 
is the case with neurotic patients or with children, or when some 
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special situation demands it, solution of sobisminol may be prescribed 
‘to obtain the systemic action of bismuth. 

In order to demonstrate the importance of sobisminol for gastro- 
intestinal absorption, Rn and Ln took dry sodium bismuthate by mouth 
on two occasions (table 1). On one occasion each man took 4.2 Gm, 
in seven days, which nearly equaled doses of 4.8 Gm. of sobisminol in 
solution previously taken. On another occasion each man took more 


TasLe 1.—Daily Urinary Excretion of Bismuth After Oral Administration of 
Dry Sodium Bismuthate and Solution of Sobisminol * 








Medication 

— — ———— eee a . 

Solution of Sobisminol 
———— * 


Dry Sodium Bismuthate 
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"Bar Seds s 

0.6 Gm. Daily 1.5 Gm. Daily 0.8 Gm. Daily 

for Seven Days; for Seven Days; Single Dose, for Six Days; 

Total, 4.2 Gm. Total, 10.5 Gm. 0.3 Gm. Total, 4.83 Gm. 
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Day : Mg. Mg. Mg. ; Mg. Mg. Mg. 
0.0085 0.0063 0.0298 0.0138 0.0720 2.4200 








0 0 0.0088 0.9150 2.2300 
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0.0634 0.0095 0.0716 1.6110 
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15 Kanes Sa euh aeons gehen oe gana 0.1009 
17 pron Pry toe kdente ibabes 0.0859 
Total bismuth excreted 
0.0083 0.6585 . .1286 0 0.0138 3.2045 15,6692 
Percentage of excretion 
0.0003 0.019 0.0004 . 0 0.0066 0.094 0.46 





* Discontinuance of the medication is indicated by broken lines across the table. 


than double that dose in seven days, or a total of 10.5 Gm. After the 
smaller dose had been taken Rn excreted something more than a trace 
on the seventh day, none having been excreted during the six previous 
days, and Ln excreted more than traces during nine of twelve days 
on which samples of urine were collected. The percentages of the 
total excreted were 0.0003 for Rn and 0.019 for Ln. When the dose 
was more than doubled (1.5 Gm. being taken daily), Rn excreted 
bismuth only on the first, third and sixth days of the nine day 
period in which samples of urine were collected. The total bismuth 
excreted amounted to only 0.0308 mg., or 0.0004 per cent of the 
total amount administered. On the double dosage Ln excreted bismuth 
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during the first three days and on the fifth and the seventh day of a 
total twelve day period in which urine was collected. The total of 
bismuth excreted amounted to 0.1286 mg., or 0.001 per cent of the 
total amount administered. Most of the bismuth was undoubtedly 
expelled with the feces. The results agreed with the practically negative 
results obtained in rabbits several years ago by one of us (P. J. H.), and 
they speak well for definite and sustained absorption of bismuth when 
taken as sobisminol. Actually, the two persons excreted over one hundred 
times as much bismuth in the urine when they took small doses of 
sobisminol in solution for one week as when they took doses consisting 
of about twice the amount of dry sodium bismuthate over a similar 
period (table 1). Since sodium bismuthate does not exist as such in 
sobisminol, but is present presumably as some soluble bismuth complex, 
it is possible that the chemical nature of the latter is a factor in the 
gastro-intestinal absorption. This can only be tested when and if the 
exact chemical composition of sobisminol is determined. 

















DAILY DOSES FOR TWO WEEKS 







Daily administration of the sobisminol mass in capsules for two 
weeks has been routine antisyphilitic medication, with definite effects, 
in the clinics of the Stanford University Hospitals. It seemed important 
to determine the daily excretion of bismuth in urine and feces during 
such medication. This was done for three patients in the neuropsychiatric 
clinic, with permission of Drs. George S. Johnson and H. W. Newman. 
Except for some neurosis, all three patients were healthy. They were 
kept at rest in bed‘and received unrestricted amounts of fluid and routine 
hospital fare. Complete collections of urine and feces were made for 
each twenty-four hour period and continued until the excreta were 
free from bismuth. The following accurately weighed daily doses, and 
total doses in grams of sobisminol mass in capsules were given: 1.9, 
total 27.1 (Hs) ; 1.2, total 16.8 (Fn), and 1.2, total 16.8 (Ty). The 
curves of daily excretion are shown in chart 2. 

The results in chart 2 show four general tendencies as regards 
urinary excretion of bismuth: (1) The general level of daily excretion 
varied in proportion to the magnitude of the dose, being higher after 
the greater doses and lower after the smaller doses; (2) excretion 
fell at the end of four or five days after administration started and 
then increased steadily until the administration was stopped; (3) daily 
fluctuations in excretion were sometimes considerable, but they occurred 
mostly from the fourth to the seventh day after administration began; 
(4) excretion of bismuth in the urine considerably outlasted the medi- 
cation and the fecal expulsion of bismuth. The course of daily fecal 
elimination of bismuth generally paralleled that of urinary excretion, 
but the magnitude was, of course, much greater. Fecal excretion stopped 
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practically with the stoppage of medication, while the urinary excretion 
continued for from ten to sixteen days longer. 

The daily amounts of bismuth in the specimens of urine of the 
three patients during the fourteen days of medication were as follows: 
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Chart 2.—Daily excretion of bismuth in urine and feces after daily oral doses 
of sobisminol for two weeks. Results for three patients in bed (Hs, Fn and Ty) 
are plotted here. The bar at the top of the chart indicates the two week period 
of medication. 


for Hs, median 3.9 mg., minimum 0.034 mg. (first day), maximum, 
6.13 mg. (ninth day); for Fn, median 1.8 mg., minimum 0.31 mg. 
(first day), maximum 3.44 mg. (fourth day); for Ty, median 0.73 


















BISMUTH 715 





HANZLIK ET AL—EXCRETION* OF 


minimum 0.03 mg. (eighth day), maximum 1.68 mg. (twelfth 
On the fifteenth day the bismuth content of the urine was about 
?5 mg., and from then on it decreased gradually by from 0.3 to 0.5 
». each day, approaching zero on the thirty-first day for Hs, on the 
thirty-second day for Fn and on the twenty-ninth day for Ty. The 
pel sistence of bismuth in the urine after medication was stopped covered 
roughly the same number of days as did the period of medication. 
Of the total bismuth in the sobisminol administered, the percentages 
excreted were 0.3 for Hs, 0.34 for Fn and 0.15 for Ty. Obviously, 
only a small fraction of the large amounts administered was absorbed. 
Most of the bismuth was expelled as bismuth sulfide with feces. 
Actually, of the total quantities of bismuth in the sobisminol given, the 
percentages recovered from the feces were 56 (Fn), 78 (Hs) and 98 
(Ty). These values are probably accurate within 10 per cent, the neces- 
sary dilution introducing some error. A variable amount of the bismuth 
is apparently accumulated-in the body (this is also true in animals) ; 
this would explain the long period of urinary excretion after stoppage 
of the medication. A cumulative tendency is also indicated by the 
bismuth content of weekly samples of urine. This will be considered 
later. 

It is interesting to consider the possible significance of the total 
amount of bismuth absorbed in relation to the curative antisyphilitic 
dose of bismuth. In other words, is there any reason to believe that 
the small amount of bismuth absorbed after oral administration of 
sobisminol could exert an antisyphilitic action? According to Lumholt, 
the total curative dose of bismuth is about 5 mg. per kilogram of body 
weight, given, say, in five weeks. For a man weighing 70 Kg., this 
would be about 0.14 mg. of bismuth per kilogram per day. Since the 
total excretion of bismuth after administration of soluble bismuth 
compounds is about 50 per cent (or somewhat less), this dose would 
result in an excretion of about 0.07 mg. of bismuth per kilogram per 
day. For illustration, to Hs a total of 27.1 Gm. of sobisminol (18.97 
Gm. of bismuth) was administered. This produced an excretion of 
56.7 mg. of bismuth in two weeks, or 0.058 mg. of bismuth per kilogram 
per day. Accordingly, bismuth streamed through the body of Fis at 
the rate of about 0.06 mg. per kilogram of body weight daily, which is 
comparable with 0.07 mg. per kilogram daily, the rate believed to exert 
a curative antisyphilitic action when soluble compounds of bismuth ~ 
are injected intramuscularly. Therefore, it would seem that daily doses 
of about 1.9 Gm. of sobisminol should have an antisyphilitic effect. 
Actually, doses of 1.8 or 1.2 Gm. have been found effective. These 
comparative results are as good as could be expected under conditions 
of clinical testing. 
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The daily excretion, as an indication of the amount of bismuth 
streaming through the tissues, is by far the most important item of 
the excretory results. The results obtained indicate that the daily urinary 
excretion of bismuth after oral intake of sobisminol is comparable to 
that after intramuscular injection of soluble bismuth compounds, such 
as bismuth and sodium tartrate * and iodobismitol with saligenin,® and 
tends to be higher than for the insoluble compounds, such as the colloidal 
metal in dextrose solution,® bismuth subsalicylate in oil* and bismuth 
and potassium tartrate in oil.* The fluctuations in the daily excretion of 
sobisminol are certainly not greater but may be smaller. This indicates 
a more constant and sustained absorption, due largely to continued 
daily medication. Consequently, there would be more uniform systemic 
streaming of bismuth in the body, and the general systemic effects of 
bismuth, including a well sustained attack on the virus of syphilis, 
should be definite. This indeed is the case, for the definite antisyphilitic 
action of orally administered sobisminol has been demonstrated.’ 


BISMUTH TISSUE SATURATION POTENTIALS OF ORALLY ADMIN- 
TERED SOBISMINOL AND INTRAMUSCULARLY ADMINISTERED 
BISMUTH COMPOUNDS 


The tissue saturation can be maintained as effectively, if not better, 
by oral administration of sobisminol than by intramuscular injection of 
a bismuth compound. This is achieved largely by daily oral medication, 
which has obvious advantages over intramuscular injection for both 
the patient and the physician. An idea of the comparative tissue satura- 
tion potentials of different compounds of bismuth may be obtained from 
results summarized in table 2. The data in this table show the maximum 
day’s excretion of bismuth and the number of days during which the 
excretion maintains this peak for different compounds, according to 
dosage for individual patients. Although the data are limited, they - 
indicate the possibilities of different bismuth compounds for varying 
magnitudes of bismuth streaming in the tissues. A tissue saturation 
potential was derived by dividing the peak in days by the maximum 
daily quantity of bismuth excreted (expressed in milligrams). The 
value is listed for each subject in the last column of table 2. Assumed 


4. Hanzlik, P. J., and Mehrtens, H. G.: Clinical Excretion of Bismuth: 
Bismuth Sodium Tartrate, Arch. Dermat. & Syph. 22:850 (Nov.) 1930. 

5. Hanzlik, P. J.; Mehrtens, H. G., and Spaulding, J. B.: Iodobismitol: 
Clinical Excretion of Bismuth, Arch. Dermat. & Syph. 29:298 (Feb.) 1934. 

6. Hanzlik, P. J., and Mehrtens, H. G.: Clinical Excretion of Bismuth: 
Bismuth Metal, Arch. Dermat. & Syph. 22:483 (Sept.) 1930. 

7. Hanzlik, P. J., and Mehrtens, H. G.: Clinical Excretion of Bismuth: 
Potassium Bismuth Tartrate and Bismuth Salicylate, Arch. Dermat. & Syph. 22: 
605 (Oct.) 1930. 

8. Hanzlik, P. J.: Iodobismitol in Experimental Syphilis, Proc, Soc. Exper. 
Biol. & Med. 13:719, 1934. 








= 2—Comparative Clinical Excretions of Bismuth in Urine After Adminis- 
ation of Different Bismuth Compounds and Tissue Saturation Potential 
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* Intramuscular injections were given. The results of excretion have been published in 
references 6, 7, 4 and 5, in the order given. 
+t The medication was administered while the patients were fasting. 
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in all these results are a satisfactory functional efficiency of the kidneys 
and a negligible chemical influence of the bismuth compounds. 

The importance of such an index is in the comparison it affords 
of the systemic actions, especially the antisyphilitic effect, of bismuth 
compounds, for, of course, it is the effective, circulating bismuth which 
counts. This has been demonstrated by controlled evidence of the cura- 
tive efficiency of bismuth in experimental syphilis. That is, the thera- 
peutic efficiency is directly proportional to the dose, the time required 
for clearing and healing of the local lesions being inversely proportional 
to the dose, and hence to the tissue concentration.’ The latter is assumed 
to be reflected by the urinary excretion, which is bound to vary directly 
with the dosage of readily absorbed compounds. Other conditions need 
not necessarily be the same or even constant. As a matter of fact, the 
conditions for the use of the bismuth compounds being compared here 
are not the same, the methods of administration being different ; but the 
method at least corresponds to that employed therapeutically. Such an 
index of potential saturation is not intended to be absolute. However, 
if the variation in the index is great, according to the compound or the 
method of administration used, or both, a significance may be attached 
to it. It is believed that the results in table 2 actually indicate significant 
tendencies, although we realize that the numerical index is only quasi- 
mathematical. 

The contrast between the values for the insoluble compounds used 
intramuscularly and_those for sobisminol used orally indicates that the 
tissue saturation potential of the latter is more nearly like that of the 
soluble compounds. That is, the tissue saturation potentials of metallic 
bismuth in dextrose solution, of bismuth and potassium tartrate in 
oil and of bismuth subsalicylate in oil never reach an index of 1, while 
those of bismuth and sodium tartrate and iodobismitol with saligenin 
reach or approach unity over a considerable range of dosage. So does 
that of the oral sobisminol administered orally, and its absorption and 
excretion are accordingly comparable with the action of soluble com- 
pounds. It is true that the highest dose of the metal did approach unity, 
and that the highest doses of bismuth and sodium tartrate (0.31 and 
0.52 Gm.) and of iodobismitol with saligenin (0.288 and 0.48 Gm.) 
departed from unity, or, in other words, from efficiency in tissue satu- 
ration. As for the highest dose of the metal, the index suggests that 
efficient tissue saturation may be obtained at the risk of toxicity, since 
the dosage is excessive and the drug remains as a depot in the muscles. 
The behavior of the soluble compounds in highest doses may mean 
reduced functional efficiency in the kidneys or muscular absorption; 


9. Hanzlik, P. J.: Sodium Bismuthate Soluble in Experimental Syphilis. J. 
Pharmacol. & Exper. Therap. 59:328, 1937. 
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ossibly, therefore, there is some risk of undesirable action. However, 
the total dose of bismuth of these soluble compounds does not approach 
the total dose of the insoluble metal and does not create a persistent 
depot. Obviously, bismuth and potassium tartrate in oil and bismuth 
subsalicylate in oil possess lower efficiency for tissue saturation, accord- 
ing to this estimate. Use of the highest doses of these bismuth com- 
pounds in oil has the same disadvantages as has the use of the metal. 
Clearly, sobisminol administered orally offers the advantages of con- 
venient continuous administration and efficient tissue saturation without 
risk of poisoning from uncontrolled depots, although a small accumu- 
lation of bismuth in the body does occur. Accumulation also occurs 
with bismuth compounds injected intramuscularly. But such systemic 
accumulations may offer therapeutic advantages. Withdrawing medica- 
tion with sobisminol virtually arrests absorption, while continuous medi- 
cation provides it indefinitely. Tolerance appears to be satisfactory, but 
weekly periods of rest may: be advisable in a protracted course of medi- 
cation. Such periods would temporarily reduce the tissue saturation 
but would not free the tissues from bismuth, since there is an accumu- 
lation of bismuth in the body, as indicated by the fact that excretion 
continued in our experiments for about two weeks. 


BISMUTH CONTENT OF WEEKLY SAMPLES OF URINE 


The bismuth content of 660 samples of urine from patients receiving 
routine treatment with sobisminol in the clinics of the Stanford Univer- 
sity Hospitals was determined by the short clinical method.* The col- 
lections were made by clinical colleagues and the estimations by us. 
As a rule, the patient voided the specimen at the time of his weekly 
visit to the clinic. Daily doses of 0.4, 0.6, 1.2 and 1.8 Gm. of sobisminol 
mass in capsules were used. The results on 294 samples of urine were 
checked by the long and more accurate method of estimation of bismuth 
content. The results are presented in chart 3, which shows the esti- 
mated daily excretion of bismuth according to dose, 1,200 cc. being 
considered the average daily output of urine for an adult. Certain 
correlations of the results are presented in table 3. 

It is clear from chart 3 that considerable variation occurred from 
week to week with all four doses of sobisminol tried and that there was 
a distinct tendency for the daily excretion of bismuth to rise with the 
increase in dosage. The medians of bismuth. excretion in samples of 
urine from different persons were used to plot the curves, since it was 
believed that this would give a general idea of the absorption according 
to dosage, a matter of importance in antisyphilitic treatment. The 
results represent tendencies in groups of ambulatory patients, the kind 
of patients observed in clinics and in private practice, rather than the 
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trend in a given patient taking the bismuth. The latter, however, has 
been discussed in the preceding text. Obviously, the results with the 
smallest number of specimens (those to the far right on the curves) 
are the least accurate. It is also here that the greatest fluctuations 


TaBLe 3.—Estimated Daily Excretion of Bismuth in Urine According to Daily 
Doses of Sobisminol and Weekly Specimens of Urine 
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Chart 3.—Estimated daily excretion of bismuth in weekly samples of urine from 
ambulatory patients on different daily doses (0.4, 0.6, 1.2 or 1.8 Gm.) of sobis- 
minol, Curves show distribution of 660 samples of urine, according to the daily 
bismuth content (median) and week of medication, arranged according to doses 
used; the number of specimens is indicated on the curves. 


occurred, in some only 1 sample of urine being represented. These 
fluctuations, however, indicate the great individual variations in the 
results of weekly collections; that is, the possible maxima and minima. 
However, the maxima tend to increase with increases in dosage of 
sobisminol, which is in agreement with the tendency shown in the dif- 
ferent median levels in: the curves at the left, obtained with more 
specimens in the weekly collections. 

Table 3 shows certain correlations between the estimated daily excre- 
tions of bismuth and the dosage, which probably indicate more accu- 
rately than do the curves in chart 3 the real tendencies for absorption 
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and systemic action of sobisminol. The daily excretion of bismuth was 
roughly 1 mg. for each gram of sobisminol administered, or about one- 
thousandth. The increase in excretion, which reflects the progress of 
absorption, was directly proportional to that in dosage. That is, an 
increase of 50 per cent in dosage, or an increase of from 0.4 to 0.6 Gm., 
was accompanied with an increase of 50 per cent in the daily excretion, 
or one from 0.4 to 0.6 mg. An increase of 100 per cent in dosage (from 
0.6 to 1.2 Gm.) was accompanied with an increase in the daily excretion 
of bismuth, not of 100 per cent, but actually of from 0.6 to 0.9 mg. 
However, the number of samples of urine from patients receiving 
the different doses was not identical, and the same discrepancy was 
noted in comparing results after doses of 1.2 and 1.8 Gm. In any event, 
the tendencies are cleancut enough, considering the uncontrolled vari- 
ables which existed in the observations and the unequal number of 
specimens of urine, to leave no doubt that increases in dosage materially 
increase the absorption of bismuth. The absorption may be affected 
by the presence of food and its quality, the state of peristalsis, the 
hydrogen sulfide which precipitates bismuth and renders it unabsorbable 
and other unknown factors. The range of excretion of bismuth testifies 
to the operation of these uncontrolled variables. Nevertheless, the max- 
ima indicate a tendency to increase with increase in dosage. The periods 
of medication with all doses were more nearly comparable than other 
variables and seemed to bear no relation to the estimated daily excre- 
tion. In fact, a given person might show a maximum output during 
the first week, or in any week or day. It cannot be too strongly empha- 
sized that the grand median daily estimated excretions of bismuth do 
not necessarily hold for a given patient but should be regarded as statis- 
tically indicative for a group of patients. While all the doses used in 
this study are of value in assessing the full possibilities of gastro- 
intestinal absorption of sobisminol, greater interest and value are to be 
attached to the results obtained with the higher doses of 1.2 and 1.8 Gm., 
since these are more effective in the treatment of syphilis. 

In another study,? in which specimens of urine were examined by 
both the long and the short clinical method for bismuth content, patients 
receiving daily doses of 1.2 and 1.8 Gm. of sobisminol mass showed 
the following daily excretion of bismuth according to results on 294 
specimens: from 10 to 24 mg. in 4 per cent of specimens, from 5.8 
to 9.6 mg. in 9 per cent, from 2.4 to 4.8 mg. in 8.7 per cent, from 1 to 2.4 
mg. in 20 per cent, from 0.5 to 1 mg. in 25 per cent and less than 
0.5 mg. in 33.3 per cent. The median daily excretion of all patients 
was about 3 mg., which indicates a satisfactory gastro-intestinal absorp- 
tion, comparable to the absorption’ of bismuth administered intra- 
muscularly. Accordingly, antisyphilitic action would be expected from 
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concentrations of bismuth which must have existed in the blood and 
tissues, in view of the rather high urinary excretion. 

The results with the weekly specimens of urine were used to 
determine a possible tendency to accumulation of bismuth, suggestion of 
which appeared to be present from results in chart 2. It seemed that 
further information on this might be obtained by pooling all the results 
on estimated daily excretion of bismuth and arranging them according 
to increasing dosage. A curve of median daily excretion of bismuth as 
the total quantity of sobisminol administered increased daily at the rate 
of 1.8 Gm., the maximum daily dose tried in antisyphilitic treatment, is 
presented in chart 4. A grand median curve shown as a broken line 
indicates the probable tendency as to cumulative excretion, i. e., cumu- 
lative absorption. The least accurate part of the curve is to the right, 
as the number of specimens of urine decreased, and it is here that the 
greatest fluctuations occurred. 

On the whole, the grand median curve in chart 4 shows a tendency 
to cumulative excretion within somewhat fixed limits, because the curve 
tends to have a plateau. In general, as the total amount of sobisininol 
increased with groups of patients, so did the excretion. This may be 
merely a confirmation of the thing shown in table 3. The increase was 
not directly proportional to the increase in dosage, but there seemed 
to be more bismuth in the urine as the medication continued. That is, 
each dose of 1.8 Gm. of sobisminol resulted in more than merely an 
absorption and excretion of a definite quantity of bismuth in the same 
period. Some part of the absorbed bismuth accumulated in the body, 
which was reflected in an increase in excretion. If the situation were 
otherwise, i. e., if there were no accumulation, then the daily excretion 
of bismuth would not have increased with the increase in medication. 
The increase in daily excretion was about 100 per cent., i. e., from 0.8 
mg. to about 1.6 mg., as the total dosage increased from 1.8 Gm. to 
25.2 Gm. in two weeks, the period used as a routine thus far in testing 
the antisyphilitic action of the drug. When the total administration 
reached 55 Gm., i. e., was doubled at the end of four weeks, the 
daily excretion rose only 0.2 mg., from 1.6 to 1.8 mg. Thereafter 
there was a plateau, but the number of samples of urine was too small 
for accurate indication of what the tendency might have been if the 
number had been comparable to those of patients having had the smaller 
total doses. In general, however, the cumulative tendency corresponded 
with the same tendency in individual patients shown in chart 2 and 
the group results shown in chart 3 and table 3 already discussed. Further 
evidence of accumulation was the fact that in all persons excretion 
outlasted administration of sobisminol. This was true also for the 


animals studied. 
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SUMMARY AND CONCLUSIONS 


()ral administration of sobisminol to normal persons, ambulatory 
patients and patients in bed resulted in prompt and definite excretion of 
bismuth in the urine, although most of the bismuth was expelled with 


the feces. Sobisminol was administered chiefly in mass in capsules and 
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Chart 4.—Estimated daily excretion of bismuth in weekly samples of urine, 
arranged according to median cumulative dosage of sobisminol (same samples as 
in chart 3). The solid curve shows the median daily excretion of bismuth accord- 
ing to the total amount administered and the weekly period. The broken curve 
indicates a cumulative tendency with time (graad median). 
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occasionally in solution. Tolerance was satisfactory. It was observed 
that the urinary excretion of bismuth (1) was demonstrable one-half 
hour after administration, (2) occurred mostly within twelve hours, 
after single or divided doses given within twelve hours, (3) continued 
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for about four days after single or divided doses and for about two 
weeks after daily doses given for two weeks, (4) always outlasted 
administration, manifesting a cumulative tendency, (5) varied directly 
with the dosage, (6) was but a small portion of the total amount of 
sobisminol administered—about 0.3 per cent for doses of 1.2 or 1.9 
Gm., (7) was usually retarded or reduced by the presence of food, 
(8) varied considerably in individual instances and (9) was one hundred 
times as great after administration of solution of sobisminol as after 
administration of dry insoluble bismuthate. 

The median daily contents of bismuth of 660 weekly specimens of 
urine of patients receiving 0.4, 0.6, 1.2 and 1.8 Gm. of sobisminol were 
found to be 0.4, 0.6, 0.9 and 1.6 mg., respectively, roughly a thousandth 
of the amount of bismuth administered daily, according to a short 
clinical method of estimating bismuth content. 

In a group of 294 samples of urine from patients receiving daily 
doses of 1.2 or 1.8 Gm. of sobisminol, the ranges of daily excretion of 
bismuth determined by two methods, expressed in percentage of the total 
number of specimens, were as follows: from 10 to 24 mg. in 4 per 
cent, from 5.8 to 9.6 mg. in 9 per cent, from 2.4 to 4.8 mg. in 8.7 per cent, 
from 1 to 2.4 mg. in 20 per cent, from 0.5 to 1 mg. in 25 per cent and 
less than 0.5 mg. in about 33.3 per cent. The median for all specimens of 
urine was about 3 mg. 

Accordingly, the daily excretion of bismuth in the urine after oral 
administration of 1.2 or 1.8 Gm. of sobisminol is comparable to that 
observed after intramuscular injection of soluble bismuth compounds 
and superior to that occurring after administration of the insoluble 
compounds. This is supported by actual comparisons of the tissue 
saturation potentials of different bismuth compounds. 

Therefore, gastro-intestinal absorption of sobisminol is definite and 
adequate for the systemic actions of bismuth, including the antisyphilitic 
effect. Sustained action is provided by continued daily medication 
for long periods, daily doses of 1.2 or 1.8 Gm. of sobisminol mass in 
capsules actually being effective in all stages of syphilis. 





RAPID CLINICAL METHOD FOR ESTIMATION OF 
BISMUTH IN URINE 
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AND 
W. VAN WINKLE Jr. A.B. 
SAN FRANCISCO 


A rapid clinical method of estimating the bismuth content of a fluid 
has not hitherto been available. The immediate occasion for devising 
such a method was the control of medication with a bismuth compound 
which we are developing for oral use. The method here described 
is specially adapted for the study of urine, although it probably can be 
applied to the study of other body fluids, such as the cerebrospinal fluid, 
the saliva, the serum and the effusions, which are readily oxidized. It 
would not do for tissues, feces and materials containing large amounts of 
organic matter. Its use might be extended to the study of intramuscular 
medication with a bismuth compound, the analysis of mixtures and 
products of diverse character and diagnosis in cases in which poisoning 
is suspected. 

METHOD 


The method makes use of well known principles of direct oxidation by potas- 
sium permanganate, sulfuric acid and heat and decolorization with oxalic acid 
to the clearness of water and of a reducing agent to prevent oxidation of sodium 
iodide for reaction with bismuth in a strongly acid solution. The iodide reacts 
with bismuth to form sodium iodobismuthite, a colored ion which permits direct 
colorimetric estimation by matching with permanent color standards on a paper 
scale. Only about ten minutes is required for making an estimation. The equip- 
ment is as simple as that used for other laboratory work in clinics or physicians’ 
offices and is readily procurable. It consists of a small iron support, a clamp, a 
pyrex test tube (3 by 20 cm.) and a microburner. All reagents, except concen- 
trated sulfuric acid, are obtainble in tablet form.1 Undoubtedly the worst reagent 
to handle is concentrated sulfuric acid, but we have found nothing that will take 
its place. A large test tube is necessary to accommodate foaming, which is 
readily controlled by playing the flame of the microburner up and down the sides 
of the test tube. With a little practice one can easily manipulate the test tube 
without loss of its contents. However, a loss does not affect the accuracy of 
the estimation, which depends on matching concentrations. 


From the Department of Pharmacology, Stanford University School of 
Medicine. 


1. The reagents used were obtained from Eli Lilly & Co., Indianapolis. 
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The paper color scale? was prepared by Mr. George H. Needham, of San 
Francisco, an expert water-color artist and microchemist, who matched standard 
solutions of bismuth and the same reagents. Six color standards, indicating 
quantities of bismuth ranging from 0.25 to 1.2 mg. per hundred cubic centimeters, 
are represented on the paper scale. Intermediate quantities of bismuth may be 
estimated by interpolation. It would be possible, of course, to use more color 
standards for estimating intermediate quantities with a greater range of accuracy, 
but this would make the scale unwieldy. A legend below the color standards gives 
the following information: milligrams of bismuth per hundred cubic centimeters, 
daily output of bismuth in 1,200 cc. of urine (when the daily volume js 
known an estimation can be made accordingly) and the details of the procedure 
for testing urine. 

The estimation of bismuth is conveniently carried out in six steps as follows: 

1. Put 10 cc. of urine into a long test tube (3 by 20 cm.). 

2. Add 1 tablet (0.4 Gm.) of potassium permanganate and 2 cc. concentrated 
sulfuric acid. Heating will produce foaming. 

3. Boil gently over a microburner for about two minutes. 

4. Add 1 tablet (0.4 Gm.) of oxalic acid. Decolorization will take place, and 
the solution should be allowed to cool. 

5. Add 1 tablet (from 0.01 to 0.04 Gm.) of sodium sulfite and sodium sulfate 
and 1 tablet (0.05 Gm.) of sodium iodide. The fluid will become yellowish green 
if bismuth is present. 

6. Match with the color scale, holding the test tube against the white margin 
above the standards. 

If for an occasional specimen complete oxidation does not take place, indicated 
by the presence of some tint, the procedure from the second step on should be 
repeated. The final oxidized solution must be clear as water for the proper 
matching of colors. 

RESULTS 

The accuracy of this short clinical method has been checked with 
a long oxidation color method, the accuracy of which has been estab- 
lished by a number of investigators in this laboratory with thousands 
of specimens of urine, other body fluids and tissues during a period of 
ten years. The long method has been previously described * and need 
not be given here. 

The two methods were applied simultaneously to 344 specimens and 
the short method alone to about 1,000 specimens. A summary of the 
comparative results, which is presented in the accompanying table, 
speaks for the value of the clinical method here described. This is 
true for specimens of urine with a low bismuth content, of from 
less than 0.04 to 0.2 mg. per hundred cubic centimeters. The estimates 


2. This is obtainable from the James H. Barry Co., 170 Van Ness Avenue, 


South, San Francisco. 
3. Lehman, A. J.; Richardson, A. P., and Hanzlik, P. J.: Improved Proce- 


dures for Estimating Bismuth in Body Fluids and Tissues, J. Lab. & Clin. Med. 
21:95, 1935. 
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of the daily excretion of bismuth by the two methods agreed well in 
instances in which the volume of urine was known. When the estimates 
were based on an assumed twenty-four hour volume of 1,200 cc., 
the estimated daily excretions according to the clinical method were 
somewhat lower. This discrepancy is accounted for by the diuretic 
action of the bismuth, which produces a daily volume of urine that is 
larger than the 1,200 cc. assumed for a healthy adult. This indicates 
that the estimated daily excretion as an index of the absorption of 
bismuth errs on the side of efficiency of medication. 

In the higher ranges of bismuth content, i. e., when it was from 
0.2 to 1.2 mg. per hundred cubic centimeters, the agreement tended to 
be less satisfactory than in the lower ranges. This was due partly to the 
freer use of interpolations and partly to the smaller number of specimens 
examined. The two highest concentrations of bismuth on the color 
scale are only infrequently encountered. The estimates of the daily 


Comparative Results of Estimations of Bismuth in Urine 
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* According to short clinical and long methods. 
+ Interpolations. 


excretion of bismuth obtained from a study of 294 specimens of urine 
were as follows: from 10 to 24 mg. for about 4 per cent, from 5.8 to 
9.6 mg. for about 9 per cent, from 2.4 to 4.8 mg. for about 8.7 per cent, 
from 1 to 2.4 mg. for about 20 per cent, from 0.5 to 1 mg. for about 
25 per cent and from a trace to 0.48 mg. for about 33.3 per cent. Most 
of the specimens showing a low bismuth content were from patients 
receiving small oral doses of bismuth. The median daily excretion 
for over one hundred patients receiving oral doses of from 1.2 to 1.8 
Gm. of bismuth was about 3 mg. These results indicate satisfactory 
gastro-intestinal absorption as compared with the absorption following 
the intramuscular injection of a bismuth compound. 

No checks of the method were made beside comparison with the 
long method.? Known quantities of bismuth were not added to specimens 
and then estimated by the short clinical method, because the long method 
had been checked many times previously by that procedure and it 
appeared superfluous to do this again with the clinical method. 

The short clinical method here described is as accurate as need be 
for use in control of medication with bismuth for syphilis and probably 
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for most clinical purposes. Although greater accuracy can be achieved 
with it, when desired, by using more color standards instead of inter- 
polations and complete collections of urine instead of an assumed 
average volume, the added inconvenience occasioned by these refinements 
is not warranted for ordinary purposes. It has proved useful to us in 
controlling oral medication with bismuth to make routine examination 
of weekly urinary specimens. Any inaccuracies of the procedure are 
outweighed by its simplicity and convenience. Hundreds of specimens 
gathered in a busy clinic or office may be examined as a routine for 
data of value by office or technical personnel without the expense and 
delay of professional chemical analysis. 


SUMMARY 


A short, useful clinical method for estimating the bismuth content 


of urine is described. 
Its scope of usefulness in oral medication with bismuth and other 


applications is discussed. 





CONCEPTION OF LUPUS ERYTHEMATOSUS AND 
ITS MORPHOLOGIC VARIANTS 


WITH PARTICULAR REFERENCE TO “SYSTEMIC” LUPUS 
ERYTHEMATOSUS 


HARRY KEIL, M.D. 
NEW YORK 


The essential morphologic features of the chronic fixed (discoid) 
form of lupus erythematosus are well known. On the other hand, the 
acute and subacute disseminated varieties of the disease present clinical 
characteristics that do not fit precisely into the classic conception of the 
disorder. Internists are more likely to be consulted by patients afflicted 
with this disease when (1) the eruption is mild, inconspicuous or 
regarded as banal (sunburn); (2) the clinical course is fulminating 
and characterized by severe constitutional symptoms, as in the d’emblée 
type; (3) the systemic complaints antedate the onset of the dermatosis. 
Since the morphologic attributes may not completely coincide with the 
usual textbook descriptions, based on the fixed type of the disease, the 
symptom complex is frequently not recognized. There are numerous 
examples of the entity buried in the literature under various titles. The 
tendency to regard the malady as a disorder sui generis is widespread 
among internists, but study of all phases of the disease does not sub- 
stantiate that point of view. 

In 1892 Morris* stated that, despite an extensive dermatologic 
experience, he had seen no instance of the acute form of lupus erythema- 
tosus originally described by Kaposi.? With increasing recognition of 
the disorder numerous cases are now being recorded from all parts 
of the world, so that the “superficial” forms of lupus erythematosus 
exhibiting constitutional symptoms can no longer be regarded as rarities. 
Nevertheless, even among dermatologists, the criteria for the diagnosis 
of variants of the condition differ strikingly, depending on the concep- 
tion of the disease held by the individual observer. 

I have studied over 60 cases of the “systemic” form of lupus erythem- 
atosus, of which postmortem examinations were performed in approx- 


1. Morris, M.: Lupus Erythematosus, Internat. dermat. Cong. Ber. ii. d. 


Verhandl., 1893, p. 336. 
2. Kaposi, M.: Neue Beitrage zur Kenntnis des Lupus erythematodes, Arch. 
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imately 70 per cent; in a previous paper * on this subject the clinical 
and pathologic protocols of about 100 additional cases of lupus erythem- 
atosus, culled from the literature, were also reviewed, for the principal 
purpose of analyzing their relation to tuberculosis. On the basis oj 
critical analysis of these observations it is proposed in this paper (1) to 
discuss the classification of “systemic” lupus erythematosus and (2) to 
describe a conception of the disease that attempts to correlate the 
dermatologic aspects with the visceral phenomena encountered. It js 
not planned to cover all the phases of this extensive subject; the inten- 
tion is rather to restrict discussion to certain fundamental aspects con- 
cerning which there is much diversity of opinion. 


CLASSIFICATION AND DEFINITION OF TERMS 


Various classifications of lupus erythematosus have been proposed by 
numerous students of the disease ; the difficulties encountered in attempts 
to establish the precise nosology of the disorder and its unusual variants 
have been commented on by many. I shall show subsequently that 
morphologic classification of the condition without consideration of the 
systemic aspects is unsatisfactory. 

As the basis for the ensuing discussion the excellent though incom- 
plete classification advocated by Brocq * will be used. According to that 
observer, three principal types may be differentiated : 

1. Symmetrical erythema centrifugum. This name is applied to erup- 
tions exhibiting a special predilection for the cheeks, the dorsum of the 
nose and ears. The lesions are strikingly symmetrical and “super- 
ficial” and display a tendency to congestion; moreover, the eruption is 
characterized by capricious evolution, rapid extension and alternating 
exacerbation and amelioration and may undergo complete involution. 
The efflorescences may reappear at a later time. This type corresponds 
to the vespertilio of some authors. Brocq distinguished several varieties 
in this group, among which may be mentioned the psoriasiform, the 
pityriasiform and the pure erythematous; these morphologic divisions 
merely represent different aspects of eruptions that are otherwise iden- 
tical. The last variety mentioned is particularly interesting because of 
its “superficiality” and irregular, fleeting course and, further, because 
it leaves no “cicatrix’” when untreated and is attended by little or no 
desquamation. This is a fundamental departure from the classic morpho- 
logic conception of lupus erythematosus in at least two respects: the 


3. Keil, H.: Relationship Between Lupus Erythematosus and Tuberculosis: 
A Critical Review Based on Observations at Necropsy, Arch. Dermat. & Syph. 
28:765 (Dec.) 1933. 

4. Brocq, L.: Précis-atlas de pratique dermatologique, Paris, G. Doin, 1925. 
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ce of atrophy and the lack of the characteristic adherent scale. In 
ion, Brocq described severe albuminuria and the occasional cuta- 
neous recrudescences simulating erythema perstans faciei of Kaposi and 
Jadassohn. I have observed a number of examples of disseminated 
eruptions of this type, unaccompanied by pronounced or even mild 
constitutional symptoms during the initial appearance. 


abscl 


ad! 


2. Fixed variety (discoid atrophic lupus erythematosus). The 
eruption is characterized by localization on any part of the face, uni- 
laterality or lack of symmetry when bilateral (exceptions to this occur), 
depth, fixity and comparatively slow evolution. According to Brocq, 
transitions exist between the first two classes, and that opinion is shared 
by most dermatologists. 

3. Exanthematous forms. Under this heading Brocq described with 
remarkable clarity the clinical pictures of acute and subacute dissemi- 
nated lupus erythematosus. The cutaneous lesions are identical in the 
two varieties, but the subacute type presents milder constitutional 
symptoms and consequently runs a slower course. 

It is likely that the distinction between the first and the third category 
is also artificial. The morphologic attributes, especially of the facial 
eruption, are usually identical in both. Brocq implied that symmetrical 
erythema centrifugum is generally characterized by the absence of con- 
stitutional symptoms and hence is distinguishable from the exanthema- 
tous forms. Nevertheless, he mentioned instances of the former variety 
in which “severe albuminuria” had been encountered. I have observed 
several examples that show the futility of attempting to separate the 
two classes entirely on morphologic grounds. For example, some six 
years ago I encountered a patient who presented a transient typical 
butterfly eruption on the face, for which the designation symmetrical 
erythema centrifugum was appropriate in view of the absence of atrophy 
clinically and the lack of obvious visceral manifestations. Yet the patient 
returned several years later with identical facial lesions, which ran 
the course for which the term acute lupus erythematosus d’emblée is 
usually reserved. In another example of the disease, in a young girl, 
there was a typical eruption on the face and other parts of the body, 
which because of its attributes and apparent lack of associated consti- 
tutional symptoms might well have been designated as symmetrical 
erythema centrifugum ; yet several weeks later the complete clinical pic- 
ture of acute “superficial” lupus erythematosus unfolded itself. The 
difference between the earlier and the later manifestations of the dis- 
order was therefore essentially dependent on the association with obvious 
visceral phenomena. Internal alterations may have been present during 
the period when the cutaneous lesions were in the incipient stage, but 
in so slight a degree as to preclude clinical detection. 
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To Brocq’s classification a fourth variety may be added, namely, the 
type in which an acute exacerbation is superimposed on the chronic 
fixed form of lupus erythematosus. 

In order to avoid obscurities in terminology, it is proposed to define 
the various terms used in describing developmental phases of the disease. 

The term acute has been applied in a number of ways. It has been 
used by some observers to indicate rapidity of onset and spread of facial 
lesions with the bright red erythema which frequently assumes a viola- 
ceous hue. The expression has also been encountered in connection with 
lesions that exhibit little tendency to cause atrophy (symmetrical ery- 
thema centrifugum and its variants) as well as the type called erythema 
perstans faciei of Kaposi and Jadassohn. The latter condition usually 
represents a more or less transitory flare-up of a facial eruption. It 
may be emphasized at this point that in many cases there is no precise 
correspondence between the manner and degree of development of cuta- 
neous lesions and the extent of visceral involvement. Consequently, it 
is proposed that the term acute be restricted to instances in which the 
constitutional symptoms are particularly severe and result in death in 
a relatively short time and that the designation subacute be used to 
describe the milder examples of the condition, although almost invariably 
the patient succumbs to the disease. The name acute lupus erythema- 
tosus d’emblée * refers to a rapidly developing cutaneous eruption, super- 
ficial in type, associated with a fulminating clinical course and termi- 
nating in death, presumably in the first attack of the disease. 

Great difficulties are experienced in classifying individual cases, 
because there is frequently no precise correlation between cutaneous 
and internal manifestations. It appears that satisfactory establishment 
of the nosologic status of dermatoses observed in lupus erythematosus 
must include not only the morphologic characteristics but also the sys- 
temic aspects. This may be accomplished by classification according to 
the following factors: 

A. Severity of constitutional symptoms. The clinical course is 
labeled acute, subacute or chronic, depending on the severity of the 
internal manifestations. 

B. Morphologic picture. The term superficial may be used when 
atrophy is absent or doubtful from a clinical point of view. It is realized 
that lupus erythematosus represents a disease in which the fundamental 
pathologic alterations are generally resident in the upper parts of the 
cutis. Consequently, the expression superficial must be understood 
to have a clinical and not a pathologic connotation. 


5. Pernet, G.: Le lupus érythémateux aigu d’emblée, Thése de Paris, no. 20, 
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C, Extent of eruption. The term disseminated is employed only in 
the sense that cutaneous lesions are spread over the body beyond ordinary 
sites of predilection. It has nothing to do with the degree of internal 
involvement; indeed, there are instances in which the eruption becomes 
disseminated in the total absence of obvious constitutional symptoms, at 
least for the time being. 

Special Characteristics ——Such expressions as telangiectatic, nodular, 
discoid and bullous are used to indicate special outstanding features 
of an eruption. In general, the attributes in any particular case may be 
described with facility in terms of combinations of the foregoing head- 
ings. There are many instances in which the clinical picture varies 
from time to time in such a manner as to require reclassification for 
an accurate nosologic status. These are inherent difficulties that cannot 
be overcome by any type of classification and must be taken for 
sranted as peculiar to the problem of lupus erythematosus. 


IS ATROPHY ESSENTIAL FOR THE DIAGNOSIS OF LUPUS 
ERYTHEMATOSUS? 


In the classic conception of lupus erythematosus, atrophy of the 
skin was regarded as one of the essential characteristics of the disease, 
being particularly conspicuous in the ordinary (discoid) fixed form of 
the condition. It is important to note that true scarring in its pathologic 
sense is not an attribute of the cutaneous lesion and does not appear 
to occur unless a secondary complication is superimposed, as occurred 
commonly in days when methods of scarification were in vogue. There 
are instances, however, in which the precise distinction between cicatriza- 
tion and true atrophy cannot be made on clinical grounds alone, as in 
cases of lesions situated on the scalp; in such instances minute anatomic 
study will undoubtedly reveal pathologic data permitting differential 
diagnosis. 

From time to time observers have commented on the facultative 
occurrence of atrophy, especially in the more acute forms of the disease. 
As far back as 1904 Jadassohn*® made the fundamental statement 
that, contrary to the views of most investigators, scaling and atrophy 
need not be present to establish the diagnosis of lupus erythematosus, 
particularly in the varieties accompanied by constitutional symptoms ; 
on the basis of this belief, he identified in one group the chronic fixed 
form, its acute exacerbation, and the d’emblée type. This opinion was 
apparently supported by Brocq,* as exemplified by his classification. 
Pernet ® in 1908 had already stressed the absence of obvious atrophy 
in the case of acute lupus erythematosus d’emblée reported by him. 


6. Jadassohn, J.: Lupus Erythematodes, in Mracek, F.: Handbuch der Haut- 
krankheiten, Vienna, A. Holder, 1904, p. 298. 
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In agreement with the experiences of these authorities, I haye 
observed that true atrophy as seen in ordinary fixed forms is gener:.!ly 
lacking in eruptions encountered in acute and subacute disseminated lupus 
erythematosus, as well as in the superficial variety described by Br eq 
under the title of symmetrical erythema centrifugum. The lesions fre- 
quently assume a tense shiny appearance similar to that seen in erysipelas- 
this stretching and thinning of the skin have erroneously been considered 
evidence that atrophy is resident in the cutis. In a number of instances 
I have established—to my own satisfaction, at least—that this so-called 
atrophy is due merely to thinning of the epidermis, probably secondary 
to tremendous edema of the papillary bodies, in which the fibrils of 
the elastica are spread apart but not necessarily altered. Atrophy of the 
type seen in the chronic discoid variety is therefore frequently absent, 
so far as fragmentation of the elastica and basophilic degeneration of 
collagen bundles in the upper layers of the cutis are concerned. This 
fact explains why it is possible to have complete restitution to normal 
of patients with superficial eruptions of lupus erythematosus. It is true 
that in several instances peculiar localized areas of collagenous degenera- 
tion have been encountered in the subpapillary regions, distributed 
principally around blood vessels (edema?), but they were not extensive 
enough to cause true atrophy of lesions. It is likely that the atrophic 
process in lupus erythematosus represents an advanced stage from 
the pathologic point of view and that the superficial varieties differ only 
in the element of time and the rapidity with which edematous fluid 
exudes. Observation has shown that the element of time need not neces- 
sarily be understood in its temporal sense, for there are instances in which 
lesions have sprung up simultaneously ; yet atrophy is present in some, 
while absent in others. Moreover, there are transitional states in which a 
superficial eruption, associated with constitutional symptoms, gradually 
assumes the form and attributes of chronic disseminated lupus erythem- 
atosus with atrophy of individual lesions, as in one striking example under 
observation. Study of numerous examples of the disease reveals 
occasional instances in which superficial and discoid atrophic patches 
have existed side by side in the same patient. In other words, every 
gradation between the types without atrophy and those in which this 
feature is most conspicuous may be encountered. 

It will be apparent from this brief discussion that the term atrophy 
has been used in its clinical sense. The precise pathologic cause of the 
phenomenon is still a moot point ; whether it can be attributed to frag- 
mentation of the elastica or to basophilic degeneration of the collagenous 
bundles, singly or combined, or whether these changes are in turn 
merely secondary to vascular alterations are questions that require 





KEIL—LUPUS ERYTHEMATOSUS 735 


er study. With few exceptions (Fordyce and Holder *), insufficient 
ion has been directed to the state of the smaller vessels as a primary 
in the causation of the disease process in the skin. 


RELATION OF ACUTE LUPUS ERYTHEMATOSUS TO THE FIXED 
VARIETY OF THE DISEASE 


[he tendency among internists to regard the acute variety of the 
disease as an independent entity may be explained on two principal 
srounds: (1) frequent absence of atrophy in the cutaneous lesions and 
(2) severity of clinical symptoms with a poor prognosis vastly differing 
from the innocuous appearance of ordinary lupus erythematosus. Despite 
certain morphologic differences, it is probable that the types accompanied 
by pronounced constitutional symptoms represent variants of the dis- 
order which has been known to dermatologists as lupus erythematodes 
ever since the appearance of the classic reports of Hebra, Cazenave and 
Kaposi. In a rough analogy this relationship has been compared to that 
which exists between ordinary psoriasis and its genuine pustular variety 
(Jadassohn *). Waise* has recently declared himself in favor of the 
view that the various types are essentially phases of the same condition. 
There are at least four principal reasons for linking the variants dis- 
cussed in this report in a common group: 

1. From the point of view of the gross morphologic picture there 
are gradual and progressive transitions between acute lupus erythem- 
atosus d’emblée and the ordinary chronic discoid variety. This opinion 
is substantiated by a study of cases observed by me, as well as of those 
recorded in the literature. The belief is further bolstered by photographs 
found in the remarkable atlases of uncommon cutaneous disorders 
published by the old masters and pioneer observers. In occasional 
instances superficial lesions may become transformed into typical atrophic 
patches. 

2. The discoid fixed form of lupus erythematosus may undergo 
an acute exacerbation with dissemination of lesions, and the constitutional 
symptoms may give rise to a clinical picture strictly comparable to that 
characteristic of the d’emblée type. As a corollary, occasional cases of 
acute lupus erythematosus have been recorded in which subsequent 
examination revealed an overlooked discoid atrophic patch in some 
such place as the scalp. 

3. From the minute anatomic point of view, examination of speci- 
mens of skin, taken intra vitam or post mortem, reveals changes transi- 


7. Fordyce, J. A., and Holder, O. H.: Some Clinical Observations on Lupus 
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tional to those encountered in the fixed variety. Suggestive of this 
evolution in the disease is the excellent report of Goeckerman and 
Montgomery,’® with which my observations are in essential agreement, 
It is probable that the microscopic picture of lupus erythematosus jy 
the preatrophic stage will become more familiar as time goes on. 

4. The exciting causes of the acute phase of lupus erythematosy; 
appear to be manifold; among them may be mentioned exposure to sun- 
light, to ultraviolet and roentgen rays and to cold and many drugs, of 
which the gold compounds are the most frequent offenders. In many 
instances the precipitating factor is not obvious. Though the aforemen- 
tioned therapeutic agents have been used in a wide variety of diseases, 
there are, to my knowledge, no recorded cases in which the clinical 
course was complicated or succeeded by a series of phenomena identical 
with, or strictly comparable to, those characteristic of the acute d’emblée 
type of lupus erythematosus or the acute exacerbation of the ordinary 
fixed form of the disease. It appears, therefore, that the symptom 
complex considered typical of the acute process in lupus erythematosus 
may appear in the course of the discoid form under the influence of 
certain agents that are incapable of reproducing these clinical features 
in the course of other diseases (for example, gold therapy in pulmonary 
tuberculosis). This peculiarity suggests a constitutional background, 
and there is evidence linking it with an unstable vascular system, involy- 
ing principally the smaller vessels of the body. This phase of the subject 
will be discussed in greater detail subsequently. Mention was also 
made of those cases in which there was a superficial eruption at one time 
but signs of visceral disease were manifested later. 


IS ACUTE LUPUS ERYTHEMATOSUS A BACTEREMIA OR A TOXEMIA 
IN THE BACTERIOLOGIC SENSE? 


Acute lupus erythematosus is a disorder in which cultures of the 
blood are generally and persistently sterile, unless a complication is 
superimposed. In the latter event, isolation of bacteria from the blood 
is almost always a portent of impending death. The cultivation of 
various types of streptococci from the circulation has been occasionally 
reported ; in some instances streptococci have been found in association 
with staphylococci, a combination suggesting the possibility of contami- 
nation or mixed infection. Adequate bacteriologic methods used in 
numerous instances of acute lupus erythematosus usually have shown 
sterile aerobic and anaerobic cultures of the blood. In one case a 
pneumococcus of group IV was isolated only in three plates, which was 


9. Goeckerman, W. H., and Montgomery, H.: Lupus Erythematosus: An 
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interpreted as evidence of terminal invasion from a pneumonic focus 
observed at necropsy. In another instance a pneumococcus of type III 
was cultivated from blood, pleural fluid and a cutaneous bleb ; it appeared, 
again, that the organism had its probable origin in a pneumonic process 
demonstrated post mortem. In still another example innumerable colonies 
of Streptococcus viridans were obtained in a culture of blood taken the 
day before death; this observation has little significance of itself, 
as it probably indicates terminal invasion of the blood stream just 
before death, when the bactericidal power of circulating fluids diminishes. 
In reporting positive cultures of the blood in this disease it is imperative, 
therefore, to correlate the observations with the clinical course, the 
time of death and data obtained on postmortem examination. In addition 
it is advisable to have information relative to methods employed ; com- 
plete study requires the use of fluid and solid mediums, collection of 
from 20 to 25 cc. of blood and inoculation into special mediums (anaerobic 
and Lowenstein cultures). ‘Possibility of coincidental intercurrent bac- 
teremia—for example, from a carbuncle—must also be kept in mind. 
The finding of S. viridans (alpha) or Streptococcus anhaemolyticus 
(gamma) in repeated cultures of blood, particularly on plates, leads 
the observer to surmise the occurrence of superimposed subacute bac- 
terial endocarditis, an unusual and rare complication. In general, the 
bacteriologic evidence, interpreted in this manner, has shed little light 
thus far on the nature of the etiologic agent; on the contrary, it 
suggests that one is dealing with a toxemia rather than a bacteremia in 
the sense of a specific organism. When, however, it is remembered 
that puerperal sepsis was at one time considered exclusively a sapremia 
(toxemia), before Schottmtller demonstrated offending organisms by 
means of a perfected method of isolating anaerobic bacteria, the point 
of view that acute lupus erythematosus is a toxemia in the strict bac- 
teriologic sense should be regarded with reserve. With knowledge 
in its present state, however, this belief appears reasonable. Certainly, 
the clinical picture of the acute phase of the disease does not appear 
to correspond with that of “phlebitis sepsis”; for example, genuine 
repeated chills are rarely encountered among the constitutional symptoms 
of acute lupus erythematosus. 

In 1922 Ehrmann and Falkenstein '° expressed the belief that the 
condition is caused by tuberculous septicemia. Kren and Lowenstein ™ 
recorded an unusually high incidence of positive cultures of the blood 
when their method of isolating tubercle bacilli was used ; however, more 
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recent investigations appear to indicate divergent results, and it seems 
that confirmation and interpretation of the results published by 
Lowenstein and his co-workers are still in the offing. In 1933 | 
published * a critical analysis of postmortem observations in approxi- 
mately 130 cases of lupus erythematosus, and the conclusion I reached 
was that the conditions had no relation to active tuberculosis beyond 
the factor of coincidence. Subsequent studies of additional examples 
published in the literature and coming under personal observation have 
only served to strengthen this belief. I have encountered several instances 
of the acute type in which cultures of the blood made by the Lowenstein 
method were sterile. 


IS ACUTE LUPUS ERYTHEMATOSUS A MEMBER OF THE 
OSLER ERYTHEMA GROUP? 


The erythema group of Osler’? is usually considered to indicate 
the group of conditions in which visceral manifestations are associated 
with exudative cutaneous processes presenting the clinical attributes 
of erythema, erythema multiforme, purpura, urticaria, angioneurotic 
edema and, rarely, secondary necrosis of the integument. It will be 
seen that Osler’s concept was considerably in advance of that promul- 
gated by Henoch and his pupils, in that cutaneous lesions other than 
purpura were included in a single entity. In particular, Osler emphasized 
the recurrent paroxysmal attacks of colic and other gastro-intestinal 
symptoms that were noted in 25 of the 29 cases recorded, and he stressed 
the important surgical implications of the group. In his first two major 
papers on the subject every case was characterized by striking recurring 
gastro-intestinal symptoms, and this group appears to constitute a 
single definite entity. However, in his last casuistic report on this 
syndrome there were included the records of four instances in which this 
complaint was lacking. In his case 24 purpura, articular symptoms and 
acute nephritis accompanied by edema occurred in a patient 3 years of 
age. The condition subsided gradually. This instance might well have 
been included in the general group on the basis of the clinical features, 
even though gastro-intestinal complaints were absent ; the latter symptom 
may be lacking occasionally in an attack of the disease, only to appear 


12. Osler, W.: (@) Ona Form of Purpura Associated with Articular, Gastro- 
Intestinal and Renal Symptoms, New York M. J. 48:675, 1888; (b) On the 
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Visceral Crises in the Erythema Group of Skin Diseases, ibid. 127:751, 1904; 
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in a subsequent attack. In Osler’s case 25 there were repeated crops 
of urticaria, combined later with paroxysms of angioneurotic edema. 
The condition was associated with attacks of laryngeal edema, but there 
was no evidence of nephritis. Such cutaneous lesions may be associated 
with abdominal pains. Whether it is desirable to classify this clinical 
picture in the general group under consideration is a matter of pure 
definition at present ; the same symptoms, for example, may be observed 
after blood transfusion. 

On the other hand, it appears that Osler’s remaining two cases 
should be excluded on clinical grounds. Both were in women, whose 
symptoms were those characteristically encountered in acute lupus ery- 
thematosus d’emblée. In case 19 there was an erythema of the flush 
area of the face after exposure to the rays of the sun (?), articular 
pains, subsequent implication of the aural integument, acute nephritis, 
high temperature and death attributable to uremia. The first physician 
who observed the patient believed the facial eruption to be an example 
of eczema. Duhring regarded the rash as a peculiar erythema. Another 
observer noted the marked resemblance to erysipelas. Case 26 of Osler’s 
series Was a more typical instance of the condition. George Henry Fox 
had considered the eruption as belonging in the group of acute lupus 
erythematosus. Subsequently the facial erythema spread to the elbows 
and arms and acquired a superimposed purpuric component (violaceous 
color?). The clinical course was featured by protracted fever, signs of 
pulmonary involvement, lymphadenopathy, relative leukopenia and, 
finally, acute nephritis with death in uremia. 

It is clear that in the two instances of acute lupus erythematosus 
just mentioned the patient had not suffered from the abdominal crises 
so characteristically, though by no means always, found in the series of 
cases recorded by Osler; the justification for their inclusion existed in 
the accompaniment of erythematous eruptions by nephritis and eventual 
fatality with signs and symptoms of uremia. Osler implied correctly 
that similar pathologic alterations were probably operative for both vis- 
ceral and cutaneous manifestations. Nevertheless, it appears that his 
conception embraced a heterogeneous group of conditions, since, as he 
stated, an attempt was being made to seek similarities, not dissimilarities. 
The fundamental contribution of Osler’s concept lay in the point of 
view, probably first proposed by him, that the alterations occurring in 
the skin had their counterpart in the internal organs. The truth of this 
conclusion seems to be firmly established; nevertheless, it is advisable 
to differentiate groups of cases possessing similar and peculiar clinical 
features. Clinical or pathologic transitions may be unearthed in the 
future, but in the present state of knowledge the cutaneous and visceral 
phenomena encountered in instances of acute lupus erythematosus are 
so unusual and well characterized as to warrant separate classification. 
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Abdominal crises have not been noted as a characteristic, or even as 
an unusually frequent, feature in the collected 130-odd fatal cases of lupus 
erythematosus in which autopsy was performed, in nearly ali 
of which an acute phase was present during some part of the course, 
However, several exceptions have been recorded. In one of the cases 
described by Goeckerman,** exploratory laparotomy was performed for 
clinically vague abdominal symptoms. Madden’s ** second patient com- 
plained of colicky abdominal pains. I have observed an instance in 
which the appendix was removed, not because the symptoms were typical 
paroxysmal colicky pains as observed by Osler in 25 of his 29 cases, 
but because of the fear of overlooking a diseased appendix. It should 
be emphasized that, while intra-abdominal complaints may occasionally 
occur in cases of acute lupus erythematosus and even attain such severity 
as to merit the descriptive term colic, this has not been a constant or 
a regular feature of the disease. Not all the examples of abdominal 
pain encountered in this disease may be attributed to pathologic altera- 
tions in visceral organs; a pneumonic process or the presence of peri- 
carditis, both of which are found in acute lupus erythematosus, may 
produce referred complaints of this sort. Operative intervention in 
these cases may be attributed generally to fear of overlooking an intra- 
abdominal complication in the face of an obscure and unrecognized 


clinical picture. 


IS ACUTE LUPUS ERYTHEMATOSUS A VARIETY OF ERYTHEMA 
MULTIFORME (HEBRA) ? 


There are numerous instances in which acute lupus erythematosus 
takes on a multiformity of appearance that may strikingly resemble 
erythema multiforme exsudativum. Indeed, it may occasionally assume 
a far more polymorphous appearance than that seen in Hebra’s type 
of erythema multiforme. This is not surprising when one considers that 
both are “exudative” processes. Nevertheless, the two conditions are 
separate and distinct from both clinical and pathologic points of view. 
Polymorphism is a characteristic that cannot be made the sole basis 
for grouping diseases in a common category. 

A number of cases recorded in the literature as instances of erythema 
multiforme with visceral manifestations (McEwen * and Galloway and 


13. Goeckerman, W. H.: Lupus Erythematosus as a Systemic Disease, J. A. 
M. A. 80:542 (Feb. 24) 1923. 

14. Madden, J. F.: Acute Disseminated Lupus Erythematosus, Arch. Dermat. 
& Syph. 25:854 (May) 1932. 

15. McEwen, E. L.: Erythema Multiforme: Report of a Case with Necropsy 
Findings and Deductions, Arch. Dermat. & Syph. 13:331 (March) 1926. 
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MacLeod ** among others) represent in all probability examples of acute 
lupus erythematosus. Occasionally the term chronic erythema multi- 
forme is used to describe eruptions of long standing, but it is an unfor- 
tunate expression. On the other hand, there are instances of true 
erythema multiforme of the Hebra variety accompanied by evidence of 
systemic involvement, such as fever, articular pains, occasional moderate 
splenomegaly and a definite degree of toxemia; though recovery is the 
rule, in exceptional cases the disease terminates in death as a consequence 
of (1) simultaneous involvement of the tracheobronchial tract with 
superimposed pneumonia, (2) bronchopneumonia secondary to aspira- 
tion of material in the oropharynx, particularly in elderly persons, and 
(3) an intercurrent unrelated complication. Erythema multiforme exsu- 
dativum associated with constitutional symptoms usually exhibits lesions 
of the erythematovesicular type or one of its variants. The older clini- 
cians spoke of “phlyctenular fever” (Wunderlich ** and Gerhardt **) 
until Kaposi *® pleaded for its inclusion in the group of herpes iris, thus 
advancing the conception of erythema multiforme exsudativum one step 
beyond the original concept of Hebra, who had not recognized the 
systemic aspects. The ordinary benign course of this disease contrasts 
strikingly with the poor or guarded prognosis attached to “systemic”’ 
lupus erythematosus. 

Though lupus erythematosus and erythema multiforme exsudativum 
present many common attributes, there are fundamental differences 
which may be conveniently summarized at this point. 


1. Clinical Attributes of Eruptions——The persistent eruption of the 
flush area of the face arranged in butterfly configuration is characteris- 
tically observed in lupus erythematosus; the peculiar physiologic signi- 
ficance of this clinical feature has been best explained by Lewis and 
his co-workers.”® Facial lesions may occur in erythema multiforme, 
usually on the sides of the cheeks and the forehead ; occasionally patches 


16. Galloway, J., and MacLeod, J. M. H.: Erythema Multiforme and Lupus 
Erythematosus: Their Relationship to General Toxemia, Brit. J. Dermat. 15:81, 
1903. 

17. Wunderlich, C. A.: (@) Remittierende Fieber mit Phlycteniden-Eruption, 
Arch. d. Heilk. 5:57, 1864; (b) Weitere Beobachtungen iiber remittierende Fieber 
mit Phlycteniden-Eruption, ibid. 8:174, 1867. 

18. Gerhardt, C.: (a) Remittierendes Fieber mit Phlyctaenides-Eruption, Wien. 
med. Wchnschr. 28:761, 1878; (b) Nachtrag zu der Arbeit tiber remittierendes 
Fieber mit Phlyctaeniden-Eruption und Antwort an Herrn Prof. Dr. Kaposi, ibid. 
28:937, 1878. 

19. Kaposi, M.: Ueber Erythema vesiculosum et bullosum, Herpes iris et 
circinatus, Offenes Sendschreiben an Herrn Hoffrat Prof. Gerhardt in Wiirzburg, 
Wien. med. Wehnschr. 28:815, 1878. 

20. Lewis, T.: The Blood Vessels of the Human Skin and Their Responses, 
London, Shaw & Sons, Ltd., 1927. 
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may be seen in the flush areas, and these, by coalescence, may form areas 
simulating lupus erythematosus, but this type of eruption is characteris. 
tically transient. The anterior triangle of the neck, the lobes of the 
ears and the scalp are parts commonly affected in lupus erythematosys 
but rarely in erythema multiforme exsudativum. The distribution of 
cutaneous lesions is one of the most striking features of lupus erythem- 
atosus and of erythema multiforme exsudativum, the average form 
of each condition having its own distinctive arrangement and evolution, 

Telangiectasia is far more pronounced and constant in instances of 
lupus erythematosus. Purpuric phenomena are not infrequently encoun- 
tered in the acute variety of the disease (Keil *!). There are derma- 
tologists abroad (Tachau, for instance) who refuse to include eruptions 
with a visible hemorrhagic component in the Hebra group; on the other 
hand, the bullous variety of erythema multiforme exsudativum may 
secondarily acquire a hemorrhagic element, though there are some who 
dispute the veracity of this point. The phenomenon of pigmentation in 
both diseases is mentioned merely as a point worthy of further study. 
Occasionally slight scaling may be observed in erythema multiforme, 
but it is not of the adherent type characteristic of lupus erythematosus. 
Finally, true atrophy, when present, is a feature peculiar to the latter 
condition ; contrary to the view expressed by Ramel,”* it seems doubtfu! 
that erythema multiforme eventuates in an atrophic stage. In this con- 
nection there must be no confusion with occasional instances of scarring 
observed in secondarily infected or drastically treated lesions, cicatriza- 


tion representing a totally different method of healing. 
2. Pathologic Features of Cutaneous Lesions and Internal Organs.— 
Minute anatomic study of the two diseases reveals significant differ- 


ences. 
In erythema multiforme exsudativum edema occurs principally at 


sites of perivascular infiltration situated in the papillary and subpapil- 
lary layers and sometimes even deeper. The cellular infiltration, com- 
posed of lymphocytes and polymorphonuclear leukocytes in variable 
proportions, is spread apart by exudation of fluid in the immediate 
vicinity. The edema found in erythema multiforme exsudativum appears 
not to lead to thinning of the epidermis or to degenerative changes in 
the elastica and bundles of collagen. Closer minute anatomic study and 
analysis of various types of erythema multiforme (Keil) than have been 
accorded it in past years are necessary. The pathologic evidence would 
seem to favor the primary inflammatory nature of the disorder. 


21. Keil, H.: Relation Between “Systemic” Lupus Erythematosus and a 
Peculiar Form of Thrombocytopenic Purpura, Brit. J. Dermat. 49:221 (May) 1937 

22. Ramel, E.: L’érythéme exsudatif multiforme, Cong. 4 d. dermat. et syph 
de langue frang., 1929, p. 59. 
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(Jn the other hand, the lesions of acute lupus erythematosus disclose 
tremendous papillary edema, which frequently causes thinning of the 
epidermis and loss of papillary pegs, particularly in superficial types 
of eruptions. The papillary vessels reveal striking dilatation; partial 
mural thrombosis may be noted in some instances when serial sections 
are cut. Sometimes vascular alterations of an analogous type may be 
encountered in the parietes of veins situated in the deeper layers of the 
cutis. In contrast to that in erythema multiforme exsudativum, edema 
in acute lupus erythematosus is most pronounced at sites where peri- 
vascular infiltration is generally least conspicuous; for this reason the 
cellular elements are closely crowded around the vessels. It must be 
admitted, however, that exceptions occur. In some cases collections 
of polymorphonuclear leukocytes may be found, giving the impression 
of an acute infective process; the relation of the type of infiltrate to 
acute lupus erythematosus bears further study. Hyperkeratotic plugs 
are commonly encountered, but they are usually less striking in super- 
ficial examples of the disease. The rapidity or acuteness of the patho- 
logic process in the superficial types may be responsible for the frequent 
absence of degenerative changes in the elastica and the collagen bundles, 
these degenerative alterations in all probability. representing advanced 
morbid stages of disease. The exudation of fluid may spread the fibrils 
of the elastica apart without severe damage to them. All gradations 
exist between the structural alterations aforementioned and_ those 
encountered characteristically in the discoid atrophic form of lupus 
erythematosus, the pathologic diagnosis of the latter variant being 
usually suggested by the following features: (1) the contrast between 
the edematous papillary layer of dilated capillaries and the less 
edematous subpapillary zone of cellular infiltration, a morphologic 
appearance stressed by Lewandowsky, and (2) the occurrence of 
degenerative phenomena, such as basophilic degeneration of bundles 
of collagen and fragmentation and diminution in fibrils of the elastica. 
These changes are generally most conspicuous in the upper edematous 
layer and probably represent alterations secondary to a tremendous 
exudation of fluid. 

Though the theory of the primary inflammatory origin of lupus 
erythematosus is in accord with the conventional point of view, it is 
possible that the perivascular reaction is secondary to cellular damage 
caused by pronounced edema of the affected area, the “exudation” 
being in turn dependent on a primary peculiar vascular disturbance. 
If the view that superficial lupus erythematosus represents the earliest 
changes in the disease is correct, then there is sufficient evidence to 
indicate that dilatation of vessels and “exudation” of fluid (really 
“transudation” in the terminology of Samberger) constitute the initial 
changes and that the inflammatory reaction follows damage to tissue 
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heavily filtrated with edematous fluid and probably charged with the 
noxa. Clinically, lesions of acute lupus erythematosus may resemble 
those of other diseases, but microscopic study usually permits differen. 
tiation with facility, a point stressed by Goeckerman and Montgomery 
in their excellent report. 

The pathologic alterations encountered post mortem in instances of 
acute lupus erythematosus are fairly characteristic and uniform. [py 
1930 I correlated the occurrence of generalized vascular lesions, the 
clinicopathologic significance of which had been overlooked,”* with 
“systemic” lupus erythematosus. In the fall of that year I communi- 
cated these observations to Dr. E. Libman and others, but for divers rea- 
sons they were not reported at the time. In the ensuing discussion it is 
proposed not to consider the problem in its entirety but, in the words 
of John Forbes, “to cultivate pathology in a philosophic spirit.” A 
“vascular concept” has been proposed for ‘many diseases, without mate- 
rially aiding thus far in the discovery of the causes. In the present state 
of knowledge the vascular pathologic changes must be regarded not 
as an explanation for every phenomenon observed in the disease 
(for these alterations may be secondary) but rather as a landmark in 
the recognition of a disorder that prior to 1930 had eluded detection 
at the hands of many internists.2* By analogy with other diseases and 
with similar experimentally produced lesions, the cause of “systemic” 
lupus erythematosus may one day be discovered. 

The renal lesions when observed in characteristic form may serve as 
a paradigm for the remaining internal organs. On macroscopic exami- 
nation the surfaces of the kidneys present a varying number of more or 
less delicate scars or tiny areas of infarction. These gross changes con- 
stitute evidence of disturbances in the circulatory dynamics of the 
smaller vessels, and their morphologic characteristics usually distinguish 
them with ease from periarteritis nodosa. The alterations are par- 
ticularly significant in view of the observation that patients suffering 
from the condition are generally young adults (especially of the 
female sex), in whom arteriosclerosis (arteriolosclerosis) may be 
excluded practically on the basis of age alone. Moreover, minute 
anatomic study reveals typical “hyaline thrombi” affecting isolated loops 
in the glomeruli, as well as peculiar thickening of the basement mem- 
brane that Klemperer later aptly called “wire-loop lesions.” These 
changes appear to explain in large measure the clinical picture of 
“nephritis” so commonly encountered in cases of this group. Evidence 
of involvement of larger vessels on both the arterial and the venous 


23. Baehr, G., and Klemperer, P.: Typical Instance of Acute Lupus Erythema- 
tosus Presented as Example of Still’s Disease in Adult, Kidneys Discarded, Clinico- 
Pathologic Conference at The Mount Sinai Hospital, New York City, 1927-1928. 
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side may also be encountered occasionally. It is important to emphasize 
that occasionally, though the kidneys reveal no definite or striking gross 
evidence of morbid changes, microscopic study may disclose the vascular 
alterations mentioned. Special significance must also be attributed to 
the generalized distribution of vascular lesions, the smaller vessels of 
the heart, the kidneys, the lungs, the skin and other organs being 
implicated. It is not my purpose to enter into detailed discussion of 
the vascular alterations; their occurrence lends support to the con- 
ception that one is dealing with a systemic reaction in which the prin- 
cipal effect is exerted on the smaller vessels of the body, particularly 
the capillaries. This point of view is also corroborated by study of 
the clinical aspects of the disease. 


ATYPICAL VERRUCOUS ENDOCARDITIS (LIBMAN-SACKS TYPE)— 
ITS RELATION TO ACUTE LUPUS ERYTHEMATOSUS 

In recent years reference: (Belote and Ratner **) has been made in 
dermatologic literature to the Libman-Sacks type of endocarditis 
(atypical verrucous endocarditis) ; it appears, however, that there is 
some confusion relative to this phase of the subject. As the problem 
has been briefly considered in a preliminary report (Kiel *°), the ensuing 
discussion will concern itself principally with elaboration of certain 
points previously mentioned. 

In 1923 and 1924 Libman and Sacks ** described a peculiar variety of 
mural and valvular endocarditis that was found post mortem in 4 patients 
presenting peculiar clinical features analogous to those encountered 
in rheumatic fever and subacute bacterial endocarditis. These observers 
stressed the point that, although the clinical picture resembled those of 
the latter diseases, it nevertheless differed in many fundamental features 
and consequently constituted a separate and distinct entity. Two of 
the patients were affected by dermatoses “resembling superficial lupus 
erythematosus,” but there was a great deal of hesitancy and diffidence in 
labeling the eruptions with this specific title because of the clinical 
absence of atrophy. In the light of my discussion on the morphologic 
attributes of “superficial” lupus erythematosus, it seems likely that the 
two cases were in reality examples of the systemic disease here under 
discussion. It appears that the peculiar mural and valvular endocarditis 
described by Libman and Sacks may be found in from 30 to 50 per 


24. Belote, G. H., and Ratner, H. S. V.: The So-Called Libman-Sacks Syn- 
drome: Its Relation to Dermatology, Arch. Dermat. & Syph. 33:642 (April) 
1936. 

25. Keil, H.: The So-Called Libman-Sacks Syndrome, Arch. Dermat. & Syph. 
34:124 (July) 1936. 

26. Libman, E., and Sacks, B.: A Hitherto Undescribed Form of Valvular 
and Mural Endocarditis, Arch. Int. Med. 33:701 (June) 1924. 
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cent of cases of acute lupus erythematosus (Gross 2”) and that this mor- 
phologic alteration is probably an expression of an endothelial reactio 
to the unknown agent of the disease. 

The problem has become complicated in two directions: (1) It 
seems that the morphologic conception of this variety of endocarditis 
has not yet been fully defined or its precise limits established; (2) jt 
is probable that a similar type of endocarditis may be encountered in 
several other obscure conditions that may or may not be related to 
“systemic” lupus erythematosus. Relative to the latter point, there 
are instances in which hematologic studies reveal data that seem to 
warrant the diagnosis of incompletely or fully developed thrombocyto- 
penic purpura. Consideration of the relation of these peculiar disorders 
to systemic lupus erythematosus would lead too far afield and is reserved 
for discussion in a separate publication.” 

Though the Libman-Sacks type of endocarditis apparently may be 
superimposed on valves that were previously affected by rheumatic 
fever, the preponderance of evidence favors the belief that it does not 
represent a variant of rheumatic heart disease. Thus, Libman and 
Sacks made, among others, the significant observation that Aschoff 
bodies are constantly absent in this variety of endocarditis. On the 
other hand, Fahr stated that Aschoff bodies are found in all instances 
of rheumatic fever in childhood, and Thayer encountered this struc- 
tural alteration in about 95 per cent of cases principally involving adults. 
The fairly constant absence of Aschoff bodies in examples of acute 
lupus erythematosus constitutes definite evidence against the assump- 
tion that patients afflicted with this disorder had died as a consequence 
of active rheumatic disease. This belief is also substantiated by 
clinical study of the two diseases. 

Analysis of previously recorded examples of acute lupus erythemato- 
sus discloses occasional findings of endocarditic lesions, though 
until the report by Libman and Sacks appeared the descriptions were 
too vague to be accorded particular significance. For example, endo- 
cardial lesions were reported in 1908 by Pernet * and later by Weidman 
and Gilman ?* and by Belote and Ratner.** The peculiar flat distinctive 
mural and valvular verrucae, with their tendency to form what Gross * 
aptly called “pocket lesions,” appear to represent another unusual mani- 
festation of this systemic disease, though their occurrence is by no means 


27. Gross, L.: Personal communication to the author. 

28. Weidman, F. D., and Gilman, R. L.: A Case of Acute Disseminated Lupus 
Erythematosus: Necropsy Disclosing Acute Endocarditis, but not Tuberculosis, 
Brit. J. Dermat. 43:641, 1931. 

29. Gross, L.: The Heart in Atypical Verrucous Endocarditis (Libman- 
Sacks), in Contributions to the Medical Sciences in Honor of Emanuel Libman by 
His Pupils, Friends and Colleagues, New York, International Press, 1932, p. 527. 
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constant feature of the disorder. Atypical verrucous endocarditis 
often be suspected when there is clinical evidence of pericarditis, 


a 
can 


as the two conditions frequently occur together; however, this rule 
admits of many exceptions. Diagnosis on the basis of valvular signs 
is unsatisfactory and resolves itself into a guess, which is as often 
wrong as right.**° Whether genuine valvular defects can be produced 
by atypical verrucous endocarditis alone is a problem that awaits 


resolution. 

In 2 cases which I have encountered the alliance between the ordi- 
nary form of lupus erythematosus and the acute varieties of the disease 
was demonstrated most convincingly at autopsy; in both the fixed type 
of eruption (true atrophy, telangiectasia, patulous and hyperkeratotic 
plugs, pigmentation, etc.) was apparent; yet postmortem examination 
disclosed the peculiar atypical verrucous endocarditis. It seems inter- 
esting that the brilliant concept of this disease evolved by Kaposi along 
purely morphologic lines should find its confirmation in the results 
established from a widely divergent line of approach. 

The occurrence of acute lupus erythematosus without this type of 
endocarditis is evidence that the cutaneous and internal manifestations 
are not embolic, that is, they do not represent lesions produced by detach- 
ment of bits of material from vegetations on valves or elsewhere. 


SENEAR-USHER SYNDROME 

It appears to be questionable whether the cases collected by Senear 
and Usher *° form a single unified entity. In their original communica- * 
tion those authors seemed inclined to the view that their cases were 
instances of atypical pemphigus with features resembling those of dis- 
seminated lupus erythematosus. According to Wise,® analysis of their 
report reveals the heterogeneous character of the group; thus, examples 
of true bullous lupus erythematosus were included with definite instances 
of pemphigus. Of interest is the point that Wise classified their first 
case as one of lupus erythematosus, despite the occurrence of a positive 
Nikolsky sign. Taussig ** likewise concluded that this syndrome is 
nonexistent. On the other hand, Gilman *? considered it a definite clini- 
cal entity, but Weidman’s description of the biopsy observations in 
Gilman’s case substantiates the belief that the patient was probably 


30. Senear, F. E., and Usher, B.: An Unusual Type of Pemphigus, Combin- 
ing Features of Lupus Erythematosus, Arch. Dermat. & Syph. 13:761 (June) 1926. 

31. Taussig, L.: The Senear-Usher Syndrome: A Variety of Lupus 
Erythematosus, Arch. Dermat. & Syph. 27:498 (March) 1933. 

32. Gilman, R. L.: The Senear-Usher Syndrome: Dermatosis Combining 
Features of Lupus Erythematosus and Pemphigus, Arch. Dermat. & Syph. 24:84 
(July) 1931. 
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afflicted with disseminated lupus erythematosus. To quote Weidman’s 
report: 

Elsewhere the features were compatible with an atrophic phase of lupys 
erythematosus; but the section itself was not diagnostic of that condition. Thys 
in places there was an extreme atrophy of the epiderm; only one or two ladters 
of cells acted as the covering. Some of the pilosebaceous orifices were dilated and 
plugged with keratinous débris, but the effect was far removed from the extreme 
comedo formation of classic lupus erythematosus. 


To be sure, this description is not the classic one of atrophic lupus 
erythematosus, but it is consistent with the diagnosis of the superficial 
variety of that disease. The pathologic alterations of the latter type 
may be represented only by tremendous papillary edema, which produces 
secondary thinning of the epidermis and is accompanied by pronounced 
dilatation of capillaries in the uppermost zone of the cutis, with a mild 
inflammatory reaction around the subpapillary vessels and with or 
without degenerative changes in the collagen bundles and the fibrils of 
the elastica. 

That bullous and vesicular lesions may be encountered in dissemi- 
nated types of the disease is well known today. Wise *® has estimated 
an incidence of from 30 to 40 per cent; this average figure may be 
substantiated when observations are made throughout a considerable 
part of the clinical course. That there is a definite bullous variety of 
lupus erythematosus, especially in cases in which there are systemic 
complaints, was known even to Kaposi. To a certain extent the problem 
‘is complicated by the observation that not all bullous lesions seen in 
the course of lupus erythematosus need be attributed to that disease. 
In the case previously mentioned in which type III pneumococcus was 
isolated from the blood stream, the pleural fluid and a bulla situated on 
the scalp, the lesion was probably an unusual form of “metastatic or 
septic dermatosis,” the fatal issue having occurred shortly after the 
onset of a complicating bacteremia. In general, bullae are encountered 
principally in the course of “systemic” lupus erythematosus ; however, 
there are cases in which the manifestation is engrafted on chronic 
atrophic patches (Wise). In the latter a superimposed drug eruption 
must, of necessity, be eliminated as a possible etiologic factor. The 
following conclusions may be drawn from the foregoing observations: 

1. Bullous and vesicular lesions are encountered in the course of 
acute lupus erythematosus as an integral part of the clinical picture, 
and they represent an exaggerated exudative reaction in a disease 
which is itself characteristically exudative. 

2. Not all bullous manifestations occurring in the course of the 
disease are necessarily part of the disorder itself. An instance in which 
bullae appeared was cited as evidence of a terminal bacteremia. 
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3. The Senear-Usher group as originally reported appears to com- 
prise a heterogeneous collection of disorders, and for this reason it 
does not represent a definite entity. It is realized that the clinical 
pictures of pemphigus and bullous lupus erythematosus may be similar 
to one another and render differential diagnosis difficult ; nevertheless, 
it is felt that the two diseases are fundamentally different processes. 

4. The term Senear-Usher’s disease is sometimes used to designate 
examples of pemphigus in which superficial crusting follows collapse of 
bullae, whether on the face or on the trunk. This superficial type of 
pemphigus is interesting because it may present diagnostic problems. 
If the ultimate fate of this term is its survival in dermatologic nomen- 
clature, it should at least enjoy the advantage of a definite meaning. 


OF THERAPY WITH GOLD PREPARATIONS OF 
LUPUS ERYTHEMATOSUS 





RELATION 


The administration of gold compounds was instituted originally to 
combat pulmonary tuberculosis, on the basis of the observation that 
their introduction in vitro seemed to inhibit growth of tubercle bacilli. 
On the supposition that lupus erythematosus was tuberculous, the use 
of gold compounds was extended to this disease, and for a time 
enthusiastic reports appeared to indicate that at last a specific medica- 
tion had been discovered. With more extensive observation many have 
come to question the value of this form of therapy as a specific or even 
as a nonspecific remedy. It seems desirable to summarize the knowledge 
concerning its use in lupus erythematosus : 

1. The use of preparations of gold is probably a nonspecific form 
of medication. Nevertheless, it occasionally leads to brilliant results in 
the treatment of lupus erythematosus, especially in cases of the more 
superficial types of eruptions (Burnier **) in which constitutional symp- 
toms are apparently absent at the time. Occasionally lesions that are 
strikingly hyperkeratotic may be favorably influenced. In many 
instances the successful results are temporary, though considerable time 
may elapse before reappearance of lesions. For this reason it is difficult 
to evaluate permanence of cures effected. More important is the obser- 
vation that in occasional cases of superficial lupus erythematosus com- 
plete recovery for the time being may occur without the use of gold 
preparations. Whether the intracutaneous route (Monash and Traub **) 


33. Burnier, M.: Les sels d’or dans le traitment des tuberculoses cutanées, 
Arch. dermat.-syph. de la clin. de Hop. St. Louis 1:69, 1929. 

34. Monash, S., and Traub, E. F.: Modification of Therapy with Gold Com- 
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& Syph. 24:110 (July) 1931. 
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or the subcutaneous route (Alden and Jones **) will replace the intra. 
venous is still unsettled. 

2. The tendency toward the use of small doses seems to be fairly 
well established, as it appears that equally beneficial results follow 
administration of small or large quantities. In general, the therapeutic 
efficacy of gold preparations can be judged after from six to twelve 
intravenous injections, though there are occasional instances in which 
prolonged treatment seems necessary. 

3. The therapy must be employed with extreme circumspection, 
Untoward complications were probably more common in the early days 
when the compounds used were impure and toxic and were administered 
in massive doses. The general opinion that this method of treatment 
is contraindicated for acute and subacute disseminated lupus ery- 
thematosus is well founded on sad experience. Even the fixed discoid 
form of the disease has been transformed into an acute exacerbation 
with fatal outcome after use of a gold preparation. 

4. Gold compounds in sufficient concentration are capable of pro- 
ducing direct toxic effects on the capillaries of animals under experi- 
mental conditions (Heubner **), and this point is corroborated by 
various clinical observations on human beings. To a certain extent, 
this effect may be eliminated by the adoption of more conservative 
dosage. Nevertheless, even with as small a dose as 5 mg. of gold 
sodium thiosulfate, there remain a number of persons who react unfavor- 
ably. This may be explained in the following manner: It appears that 
“systemic” lupus erythematosus is probably a generalized disease with 
a special aptitude for attacking the capillaries of the skin and the 
internal organs. The superficial forms of the disease, localized or dis- 
seminated, and to a lesser extent the discoid atrophic variety may at 
any moment assume features recognized as belonging to the acute type 
of lupus erythematosus. Consequently, persons afflicted with any form 
of the disorder appear to possess the potentialities of an unusual vas- 
cular response. In such instances the use of gold compounds is fraught 
with grave danger, as the capillaries seem unduly “sensitive” not only 
to gold therapy but also to a wide variety of therapeutic agents, such as 
ultraviolet and roentgen rays and sunlight. The resulting clinical picture 
may be practically indistinguishable from the acute process inherent 
in the disease itself. This is understandable in the case of therapy with 
gold preparations, since it affects the structures (capillaries) attacked 
by lupus erythematosus itself; hence the unfavorable results in some 
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instances. When the medication acts favorably on lesions of lupus 
erythematosus, the beneficial effects are probably accomplished by action 
on the capillaries in a manner as yet unknown, but any agent capable 
of influencing the smaller vessels of the body has a definite degree of 
danger attached to its use. It is imperative that more be learned about 
the effects of variations in dosage, as there may be differences in reac- 
tion depending on the concentration. 

5. The involution of an eruption under the influence of, or during 
the course of, this form of therapy cannot be used to prove that the 
dermatosis in question was lupus erythematosus or that it was of tuber- 


culous origin. 
CONCEPTION OF LUPUS ERYTHEMATOSUS 


As far back as the days of Kaposi the acute variety of the disease 
has been considered a generalized systemic disorder. The gross changes 
observed post mortem as well as the minute anatomic picture indicate 
that “‘systemic”’ lupus erythematosus has special aptitude for attacking 
the vascular system, as manifested by its predilection for the capillaries 
and smaller vessels and by its widespread distribution. There are other 
pathologic alterations encountered—for example, areas of necrosis may 
be observed in lymph nodes—and their importance lies in the fact that 
evidence of their existence was formerly used as proof of tuberculous 
source (Keil *). 

The difficulties in classification of variants of the disease are attribut- 
able in the main to the belief that the disease revolves about the con- 
dition of the skin as a pivot. This view may be understandable when 
judged by cases of chronic fixed lupus erythematosus, with the proviso, 
however, that patients afflicted with this form of the disease appear to 
be peculiarly susceptible to acute exacerbations. On the other hand, it 
is probable that there are persons who go through life without any 
flare-up of the process, though accurate statistics on this important 
point are lacking. What happens to persons with atrophic lupus ery- 
thematosus? According to one dictum they die of tuberculosis, but 
this is clearly at odds with the results of postmortem studies and clinical 
records from various institutions. Ehrmann and Falkenstein *° stated 
that the acute exacerbation complicating chronic atrophic lupus ereythem- 
atosus is less likely to be attended by particularly severe constitutional 
symptoms than the acute form and is therefore more prone to go on to 
recovery ; but no adequate statistics are available on the further course 
of this condition. My observations, as well as those recorded in the 
vast literature on the subject, support the belief that there are no funda- 
mental differences between the acute recrudescence complicating ordi- 
nary lupus erythematosus and the variety presenting constitutional 
symptoms dating from the inception of the process. This is demon- 
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strated by the occasional case reported as an instance of acute lupus 
erythematosus in which later examination discloses an overlooked discoid 
lesion, especially on the scalp. I have notes of one such example in 
which the acute exacerbation followed the application of ultraviolet 
irradiation many years after onset of fixed patches on the face and 
the scalp; moreover, the pathologic alterations were entirely similar to 
those encountered in acute lupus erythematosus d’emblée. It is likely, 
therefore, that the differences between the two types are a matter of 
degree, being probably no greater than the variations in the clinical 
course presented by conditions classified within the group of exanthema- 
tous lupus erythematosus (Brocq). The artificial distinction between 
symmetrical erythema centrifugum and the “systemic” forms has been 
stressed. I have observed several instances of superficial disseminated 
lupus erythematosus in which constitutional symptoms were absent for 
varying intervals of time, only to appear at a subsequent date. Other 
cases show that lesions encountered during the acute phase may grad- 
ually assume features of ordinary discoid lupus erythematosus (usually 
disseminated), despite which more or less severe visceral symptoms may 
be present. Sometimes lesions of banal lupus erythematosus exhibiting 
typical atrophy may appear in association with constitutional symptoms. 
Thus, I observed an instance of the disease in a young man whose hands, 
elbows and fingers were sites of discoid atrophic telangiectatic patches, 
the lobes of whose ears revealed pea-sized erythematous efflorescences 
bearing adherent scales and whose face presented a pigmented lesion, 
the remnant of a previous butterfly eruption on the flush areas. The 
patient had a remittent type of fever (of which he was completely 
unaware), a palpable spleen, axillary adenopathy, vagrant articular 
pains, leukopenia, vasomotor phenomena simulating the early stages of 
Raynaud’s syndrome and a very questionable condition of the heart. 
Subsequently there occurred generalized purpura with peculiar necrotic 
lesions of the legs and shoulders. These are signs and symptoms usually 
observed only in the acute variety of the disease. After more than two 
years of observation I saw evidence of a “sclerodermic” process on the 
face, and the patient died at home as a consequence of pneumonia, a 
rather common cause of death in cases of this group. Postmortem 
examination was not permitted. 

Acute lupus erythematosus, scleroderma, dermatomyositis and a 
certain form of poikiloderma present many clinical analogies and dis- 
similarities, interesting implications of which will be considered in a 
separate publication. 

The integument can no longer be regarded as the, principal locus of 
the disease, particularly in the acute phase. The opinion that toxic 
products originate in the skin and are then dispersed throughout the 
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interual organs has as its sole substantiation the observation that 
exposure to ultraviolet rays may be accompanied by increased intensity 
of constitutional symptoms. However, this relation is as yet unex- 
plained, and other observations apparently contradict such a conclusion. 
For example, there are numerous instances in which visceral symptoms 
have apparently antedated cutaneous manifestations by varying periods. 
I have observed cases in which cutaneous lesions were obviously in 
stages of healing, with atrophy or pigmentation, while the severity of 
systemic reactions was increasing apace. In the terminal phases of 
the acute process the eruption may disappear in its entirety ; the explana- 
tion for this phenomenon is still obscure, but it may possibly be attribu- 
table to a change in the capillary tonus, which is frequently encountered 
agonally. 

It appears, therefore, that the visceral features and cutaneous lesions 
are dependent on a common cause. The location and severity of the 
internal alterations yield the most reliable information relative to prog- 
nosis, whereas the cutaneous manifestations provide the most valuable 
aid in diagnosis, because they assume an external characteristic form. 
Consequently, the prognosis is much better for the time when visceral 
symptoms are absent clinically, but their absence on any particular occa- 
sion is no certain indication that they may not appear subsequently. 
There are cases recorded in the literature in which constitutional symp- 
toms have apparently antedated the onset of cutaneous lesions, and in 
many such instances it is practically impossible to establish the correct 
diagnosis early in the course. Special emphasis must be accorded to 
the examples of the disease in which the patient complains of unusual 
reactions on exposure to the sun—for example, severe headache and 
burns of an intensity out of all proportion to the time of exposure— 
to the series of cases in which the clinical course commences with phe- 
nomena commonly grouped in the category of acute infectious or rheu- 
matoid arthritis with subsequent evidence of renal involvement and, 
finally, to the group of peculiar conditions which may be related to 
acute lupus erythematosus and yet, as an example, may present only 
the clinical picture of thrombocytopenic purpura with hemorrhages in 
the skin (Keil **). 

Occasional instances of the acute d’emblée type have been reported 
in which recovery took place despite the severity of visceral manifes- 
tations. Voirol described one such case. Several years ago I observed 
a similar condition in a patient of Prof. O. Gans at Frankfort-on- 
Main. Notwithstanding such isolated examples, it is my belief, ‘based 
on a follow-up of numerous so-called cured patients, that recovery is 
only temporary. There are instances in which the onset is relatively 
acute but in which the course is prolonged over a long period. In 
these the lesions may become transformed into atrophic patches; yet 
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eventually the patient may succumb as a result of an acute recrudescence 
or of progressive development of previous residual alterations in the 
viscera, especially in the kidneys, as in one case under observation. 

The various organs in the body are probably implicated through 
their blood supply. Lewis *° has shown that lesions of lupus erythemato- 
sus affect precisely those areas of skin supplied by “atonic vessels,” 
By this term he designated those vessels that fail to respond in aq 
normal manner to intracutaneous injection of such vasoconstrictor sub- 
stances as epinephrine and solution of posterior pituitary. This type 
of vasculature supplies, in particular, areas of skin exposed to atmos- 
pheric conditions, pressure and friction. The flush area of the face, 
the anterior triangle of the neck, the palms, the soles, the dorsa of 
the hands, the ears and, to a lesser extent, the buttocks are parts of the 
anatomy supplied by vessels of this category, and they are sites 
of election for cutaneous lesions of lupus erythematosus. In the light 
of ingenious experiments described by Lewis and his co-workers, this 
physiologic peculiarity assumes considerable importance. In a gen- 
eralized vascular disease affecting the capillaries principally, it would be 
expected a priori that areas supplied by “atonic vessels” would be sites 
of predilection for cutaneous lesions, as far as the integument is con- 
cerned. It is possible that differences in location of cutaneous lesions 
may be determined by variations in capillary tonus. That women are 
principally affected by the condition has been known for many years, 
and this may be correlated with the more pronounced “blush” reflex in 
this sex, though it is probable that other factors operate in the causation 
of the visceral phenomena. According to some observers, the definite 
predilection for women would indicate that ovarian or similar distur- 
bances may be at the root of the disease, but the fulminating variety of 
the condition may also occur in men. An analogous situation is found 
in impetigo herpetiformis, which was once believed to be confined to 
women; recent investigation appears to point to a disturbance in the 
parathyroid glands, more common in women than in men_ because 
imbalances of the glands of internal secretion are not infrequently 
encountered in pregnancy and because hyperthyroidism is more com- 
monly observed in women. This provides greater opportunities for 
accidental removal of parathyroid glands during operative intervention 
for hyperthyroidism. Noteworthy also is the remarkable clinical course, 
with high fever and termination in death, resembling that of a fulmin- 
ating infection. 

Concerning the precise source of the disease, there is no definite 
information at hand. The clinical course of the acute variety resembles 
that of an infectious bacterial disease, in view of the febrile nature of 
the malady. So far as foci of infection are concerned, the evidence 
is difficult to evaluate; for example, surgical treatment of suppurating 
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glands or of the tonsils may be succeeded by improvement, by no change 
or by an increase in the severity of the clinical picture. A. study of 
cultures of the blood with the aid of the most advanced technical 
methods has revealed no causative microbe. The theory of multiple 
causes advocated by Jadassohn is too general to be used as a working 
hypothesis. It is peculiar that such various agents are capable of pro- 
viding the stimulus for the unfolding of the severe panorama of events 
that characterizes the average example of “systemic” lupus ery- 
thematosus. With knowledge in its present state it appears that the 
patient has a peculiar constitutional background, expressed in terms of 
an unstable vascular (capillary) system, and that under the influence 
of a variety of agents (including ultraviolet rays, sunlight, cold and 
gold compounds) the vessels and their components react to produce 
the unusual clinical picture. Most of the postmortem reports in the 
literature fail to include results of thorough studies of the brain. In 
several examples under observation the cerebral tissues appeared to 
bear the brunt of the attack. It will be recalled that toward the close 
of the nineteenth century it was commonly believed that fever was a 
phenomenon attributable in many instances to the formation of “hyaline 
thrombi” within the smaller cerebral vessels. In any event, study of 
the brain should be included in postmortem examinations whenever 
feasible. It is of course possible that morphologic analysis alone may 
not enable the investigator to detect “functional” derangements. The 
application of experimentation with animals to this problem holds inter- 
esting possibilities, but it must be shown that the conditions produced 
are analogous to those encountered in human beings. 

The criteria for the diagnosis of lupus erythematosus are not entirely 
clearcut except in the fixed atrophic form of the disease. Atrophy, 
telangiectasia, adherent scales and hyperkeratotic plugs may at any 
moment be inconspicuous or even absent in superficial types of the 
disorder. The typical butterfly pattern seen in acute lupus erythem- 
atosus may result either from centrifugal spread of the lesions or 
from coalescence of patches, the former cause being the more common. 
Evidence has been presented indicating that atrophy is not absolutely 
essential to a diagnosis of lupus erythematosus in its acute form; this 
type of eruption need show no other morphologic attributes than ery- 
thema with marked edema and some scaling, the disease being usually 
recognized by peculiarities in the location of the lesions and the eventual 
characteristic clinical course. In some instances the diagnosis cannot 
be made without doing “violence to the facts” (J. Hutchinson), but the 
subsequent course will show that conditions that have been interpreted 
as rosacea, seborrheic dermatitis, eczema, erysipelas or purpura may be 
the “generalized vascular disorder” to which it has been the custom to 
apply the name acute lupus erythematosus. 
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SUMMARY 


Attention is called to the increasing recognition of “systemic” lupus 
erythematosus by dermatologists and internists; this disease occurs far 
more frequently than is generally believed. 

The classification advocated by Brocq is discussed, and a new classi- 
fication is suggested with a view to correlating the cutaneous and 
visceral aspects of the condition. Fundamental terms that are loosely 
used are defined in a more precise manner. 

It is emphasized that intensity in the cutaneous process cannot be 
correlated with the severity of the internal manifestations. 

It is pointed out that atrophy is not essential to the diagnosis of 
lupus erythematosus. Atrophy is an advanced process from the clinico- 
pathologic point of view and may be lacking in “superficial” forms of 
the disease. 

Clinical and pathologic data are presented to support the belief 
that the acute variety of the disease is related to the ordinary fixed 
atrophic forms. 

The bacteriologic evidence appears to indicate that lupus erythem- 
atosus is a toxemia rather than a bacteremia in the sense of a specific 
organism. Cultures of the blood are discussed critically. 

An attempt is made to distinguish acute lupus erythematosus from 
the Osler erythema group, the latter term being restricted to a group 
that includes the Henoch-Schonlein syndrome and a number of other 
fundamental eruptions. 

Although “systemic” lupus erythematosus presents many clinical 
analogies to erythema multiforme exsudativum (Hebra), evidence is 
presented to show that the two processes are essentially different from 
both the clinical and the pathologic point of view. The use of the 
expression chronic erythema multiforme as applied to lupus erythem- 
atosus is considered unfortunate. 

Atypical verrucous endocarditis (Libman-Sacks type), a peculiar 
and distinctive form of mural and valvular endocarditis, is found fre- 
quently, but by no means always, in the course of acute lupus erythem- 
atosus. This subject is discussed in some detail. It is briefly mentioned 
that this variety of endocarditis is probably distinct from that seen in 
active rheumatic heart disease. 

The Senear-Usher syndrome as originally described comprises 
examples of true pemphigus and “systemic” lupus erythematosus ; con- 
sequently, the syndrome cannot be said to embrace a definite entity. 
The subject of bullous lupus erythematosus in relation to this classifica- 
tion is discussed. Bullae may occur in the course of lupus erythem- 
atosus and need bear no direct relation to the latter disease. If the 
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ultimate fate of this term is its survival in dermatologic nomenclature, 
it should at least enjoy the advantage of a definite meaning. 

Gold compounds probably act in a nonspecific manner. Dosage, 
methods of administration and the reasons for danger in their use are 
discussed. The disappearance of an eruption during the administration 
of gold compounds cannot be used to prove that the dermatosis in 
question was lupus erythematosus or that it was of tuberculous origin. 

A conception of the disease is given from a new point of view, 
based on a clinicopathologic study of the disease in its entirety. The 
criteria for the diagnosis of the cutaneous lesions are discussed critically. 

509 Madison Avenue. 
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NEW CONCEPTIONS OF THE ETIOLOGY AND 
PATHOGENESIS OF ACNE VULGARIS 


ALEXANDER BREGMAN, M.D. 
Associate Dermatologist, Englewood Hospital, Englewood, N. J. 
EDGEWATER, N. J. 


It is a curious phenomenon that lesions of acne vulgaris develop 
on the forehead, face, interscapular and sternal regions, shoulders, chest, 
dorsum and trunk, but never on the scalp. At first thought, it would 
seem that the skin of the scalp offers an ideal site for the development 
of acne vulgaris, since it abounds in sebaceous glands. A review of the 
pertinent literature, however, failed to reveal an explanation or even an 
attempt at explanation of this interesting phenomenon. My explanation, 
therefore, is presented herewith. 

It would seem that the utmost importance should be attached to the 
peculiar histologic structure of sebaceous glands and hairs in various 
parts of the body. The skin of the scalp reveals a well developed hair 
follicle and beside it a sebaceous gland. This gland empties its contents 
into the hair follicle at its neck, namely, at the junction of the middle 
and the upper third, which is the narrowest part of the follicle. At this 
site there is also a well developed and good-sized arreetor pili. This is 
of paramount importance, because when the arrectores pilorum contract, 
expelling the contents of sebaceous glands, there is need for a strong 
expulsive power to force the sebum through the narrowest part of the 
hair follicle at the point where the orifice of the sebaceous gland opens 
into the hair follicle. 

In contrast, in the skin of the face, covered with lanugo, the hair 
follicle is small and the sebaceous gland is relatively large, so large in 
fact that the hair follicle looks like a mere appendix to it. Also there 
is only a small and weak arrector pili, if any. Furthermore, the skin 
of .the scalp contains more numerous sebaceous glands—each of them, 
however, being comparatively smaller than those on the face—especially 
during puberty and adolescence when only lanugo hair grows. 

During puberty and adolescence the hyperactivity (the cause of which 
is still obscure) of the parasympathetic system, which controls the 
sebaceous glands, leads to hypersecretion of sebum. Since the sebaceous 
glands in the parts of the skin where acne vulgaris usually occurs are 
connected only with lanugo hairs and therefore lack strong, vigorous 
arrectores pilorum, the expulsion of the contents of sebaceous glands, 
which is adequate under normal circumstances, becomes inadequate. 
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The drainage of the sebum becomes thus insufficient, and sooner or 
later a more or less complete stagnation takes place. Furthermore, if 
one considers the fact that even in seborrhea oleosa acneform lesions 
of the scalp never develop although there is an abnormally increased 
secretion of sebum in the scalp—which is essentially the same process 
as that which takes place in acne vulgaris—this deduction must appear 
even more plausible. All the various clinical forms of acne vulgaris, 
with the corresponding histologic changes, seem to represent only various 
phases, stages and degrees of severity of the same pathologic process, 
with or without the invasion of micro-organisms and infection. 

The theory of the microbic origin of acne vulgaris, advanced by 
Unna, Sabouraud and others, does not seem plausible. If one assumes 
that the micro-organisms enter the hair follicles and sebaceous glands 
from the outside, it would seem that the hairs of the scalp would be 
most apt to harbor them and exhibit acneform lesions. The average 
person cleanses and washes the face much more often than the scalp. 
Hence, it seems much more probable that an accumulation of organisms 
would occur on the scalp than at any other point on the surface of the 
skin. Yet acne vulgaris never develops in the scalp. The reason for 
this is probably that there is much more efficient drainage of sebaceous 
glands in the scalp, as a result of the more vigorous and efficient expul- 
sion of their contents by strong arrectores pilorum. 

Micro-organisms do play a secondary role in producing pustules or 
even abscesses, and it is clear that where there is stagnation, the organ- 
isms thrive best. Furthermore, if the human body suffers from intes- 
tinal stasis or if there is a focus of infection, the micro-organisms or 
their toxins, which reach the sebaceous glands, instead of being elimi- 
nated, are retained there by reason of stagnation of sebum. This would 
explain why in some cases acne vulgaris improves after removal of 
diseased tonsils or teeth. 
CONCLUSION 


For the development of acne vulgaris the coexistence of two primary 
factors is necessary: (1) the hyperactivity of the parasympathetic sys- 
tem, with resultant hypersecretion of the sebaceous glands; and (2) 
insufficiency of arrectores pilorum and their inability to cope with abnor- 
mal secretion, with resultant stagnation of sebaceous matter in the 
glands. This insufficiency is found only in regions covered with lanugo. 

All other factors are of a secondary, contributory nature. 


4 Dempsey Avenue. 
























































EXPERIMENTAL VAGINAL AND CUTANEOUS 
MONILIASIS 


A CLINICAL AND LABORATORY STUDY OF CERTAIN MONILIAS 
ASSOCIATED WITH VAGINAL, ORAL AND CUTANEOUS 
THRUSH 


P. BROOKE BLAND, M.D. 


A. E. RAKOFF, M.D. 
AND 
I, J. PINCUS, M.D. 


PHILADELPHIA 


Infection of the vagina and vulva with Monilia has been established 
as a definite pathologic and clinical entity by a number of recent inves- 
tigations. The experimental production of the condition in human hosts 
by Hesseltine, Borts and Plass* has confirmed the etiologic réle of 
yeastlike fungi of the genus Monilia as the causative agents. 

In a series of independent experiments we have substantiated the 
results obtained by these authors in their essential details. In addition, 
this investigation has concerned itself with the determination of funda- 
mental factors in host and pathogen which influence or modify the 
production of monilial vulvovaginitis. 

Clinical experience and theoretical considerations have led us to 
believe that with the alteration of certain local and general factors in 
the host multiplication of monilias which may have been present in the 
vagina in small numbers is favored. Furthermore, since we have recov- 
ered monilias in a considerable percentage of apparently normal vaginae, 
it seemed desirable to determine whether the organisms were potentially 
pathogenic or whether they were present as saprophytic species. Con- 
sequently several groups of experiments were devised to illustrate the 
influence of various factors present in the host on the production of 
vulvovaginal infection with a number of strains of Monilia. 

In an initial series of experiments the vaginae of similar groups of 
gravid and nongravid women were inoculated with the same strains 


From the Department of Obstetrics, Jefferson Medical College Hospital. 

Preliminary report read before the Eastern Pennsylvania Chapter, Society of 
American Bacteriologists, January 1935. 

1. Hesseltine, H. C.; Borts, I. C., and Plass, E. D.: Pathogenicity of the 
Monilia (Castellani), Vaginitis and Oral Thrush, Am. J. Obst. & Gynec. 27: 
112, 1934. 
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of Monilia to ascertain whether pregnancy was a predisposing factor 
to infection. A larger group of pregnant women were inoculated with 
vaginal monilias in a subsequent group of experiments, and the results 
were analyzed with relation to other factors in the pregnant hosts, 
such as race, age, gravidity, stage of gestation and character and amount 
of the vaginal discharge. 

Several strains of Monilia obtained from patients with infections 
of varying degrees of severity were used for inoculation in order to 
note any differences in virulence. 

In view of the close relationship between the organisms of oral and 
vaginal thrush which has been demonstrated by the experiments of 
Hesseltine and his co-workers,' a series of inoculations of the vaginae 
of pregnant women with monilias isolated from new-born babies with 
oral thrush were also conducted to determine the relative pathogenicity 
of the organisms for the vaginal mucosa. 

Although it was the purpose of these experiments to study the 
infectious process with reference to the vaginal mucosa primarily, the 
development of cutaneous lesions in a number of cases afforded 
the opportunity to observe cutaneous lesions of thrush under experi- 
mental conditions. In addition, the local cutaneous irritation which 
was produced in every instance of successful inoculation and which 
clinically gave rise to most of the symptoms, whether or not actual 
invasion of the skin occurred, further emphasizes the dermatologic 
aspects of this condition. 


MATERIAL AND METHODS 


Fifty pregnant and twelve nonpregnant women were inoculated. The pregnant 
women were selected from patients regularly attending the antepartum clinic. 
The nonpregnant group consisted of women whose pregnancies had terminated three 
or more months before the time of inoculation. 

Only those women were inoculated examination of whom gave negative results 
for the fungi on four different occasions at least three days apart, the examinations 
being made by the following methods: (1) clinical examination of the vaginal 
mucosa and secretion; (2) microscopic examination of a fresh wet smear of the 
vaginal secretion and of a dried smear stained by Gram’s method; (3) culture 
of the vaginal secretion on Weidman’s modification of Sabouraud’s medium 
(Pennsylvania medium) for fungi.? 

It has been our experience that cultures of material from the vagina on suitable 
mediums constitute the most accurate method of determining the presence of 
Monilia, especially when the organisms are few. 

Organism.—Strains of Monilia used for inoculations were isolated from the 
original sources on plates of Pennsylvania medium and grown in pure stock 
cultures thereafter on slants of the same medium. 





2. Weidman, F. D., and Spring, D.: Comparison of Ringworm Culture 
Ingredients, Arch. Dermat. & Syph. 18:829 (Dec.) 1928. 
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Fifty of the organisms we isolated were passed through various carbohydrates, 
and a great variety of fermentations were obtained, few of which corresponded 
to those given by Castellani.? 

Since the methods advocated for determination of the species of monilias 
have not proved to be generally acceptable, it was felt that it would be more 
indicative to classify the organisms used for experimental inoculations according 
to their source of isolation. 

1. Monilias Isolated from the Vagina: One strain (F. 235) was isolated from 
a pregnant woman with severe vulvovaginitis. 

One strain (F. 291) was isolated from a pregnant woman with severe 
vulvovaginitis. 

Three strains (F. 196, F. 336 and F. 402) were isolated from pregnant women 
with mild vulvovaginitis. 

Two strains (F. 398 and F. 323) were isolated from the vaginae of pregnant 
women with no signs or symptoms of moniliasis. 

2. Monilias Isolated from the Tongues of Infants with Oral Thrush: Three 
strains (T. 142, T. 348 and T. 406) were isolated from the tongues of new-born 
babies with typical oral thrush. 

Technic——Strains of Monilia in pure culture from a forty-eight hour growth on 
slants of modified Sabouraud’s medium were used for inoculation. 

The vaginal mucosa of the host was exposed by means of a speculum. A 
standard loopful of the culture was then deposited on the lateral wall of the 
vagina close to the introitus and streaked toward the posterior fornix. 

Clinical and laboratory observations on the patients were made at twenty- 
four hour intervals for a number of days and twice a week thereafter whenever 
possible. 

Treatment—In all the patients in whom inoculation resulted in infection, 
treatment was instituted, being usually started within one week after the onset 
of the infection. 

The infection was promptly controlled in almost all instances, although in a 
number of cases recurrences were noted. A large number of chemotherapeutic 
agents were used, and their clinical effectiveness was also compared with their 
monilicidal power in vitro. The results of these studies will be made the subject 


of another report. 
RESULTS 


The main details of the results obtained in the series of experimental 
inoculations are given in the accompanying tables. 

The results have been classified with particular reference to factors 
which were thought for various reasons to have an inhibiting or pre- 
disposing influence on the production of a successful infection. 

The influences thus studied were divided into two groups, those 
present in the host and those inherent in the organisms inoculated. 

In the host the influences of the following factors were analyzed: 
pregnancy, race, age, gravidity, stage of gestation and character and 
amount of the vaginal discharge before inoculation. 


3. Castellani, A.: Milroy Lectures on the Higher Fungi, J. Trop. Med. 
23:101, 1920. 
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/noculations into Pregnant and Nonpregnant W omen.—Two groups 
of six nonpregnant women were inoculated with two strains of Monilia 
(F. 402 and F. 235) which had proved to be highly pathogenic for 
similar groups of pregnant women (table 1). Only four (33.3 per cent) 
of the twelve nonpregnant women acquired vulvovaginitis, whereas ten 
(83.3 per cent) of the twelve pregnant women inoculated became 
infected. In addition, the symptoms in the nonpregnant group were 
definitely milder than those noted in the pregnant hosts, and the response 
to treatment was much more rapid. 









Inoculations into Thirty-Eight Pregnant Women.—Since gravid 
women were demonstrated to be more susceptible, an éxtensive series : 
of inoculations of the vaginae of pregnant women was undertaken, in he 
order to determine the influence of variations in other factors present 5 
in the hosts and in the organisms. In this group the organisms inocu- 
lated were limited to monilias of vaginal origin. 



















TaBLE 1.—Observations on Pregnant and Nonpregnant Hosts 




















Hosts Successful 
Strain of Monilia Inoculated State of Host Race Inoculated Results 


White 
Negro 


Nonpregnant White 
Negro 










Pregnant 





Strain F 402 from a pregnant 
woman with a mild infection 
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Strain F 235 from a pregnant Pregnant White 
woman with a severe infection Negro 
Nonpregnant White 

Negro 














Seven strains of Monilia isolated from the vaginae of other women 
were inoculated into a total of thirty-eight pregnant patients. The 
results of these experiments, together with the pertinent data on the 
various factors studied, are given in tables 2 to 5. 






Pathogemcity of the Organisms.—The monilias inoculated were 
classified on the basis of their pathogenicity as displayed in the hosts 
from whom they were isolated. This has been correlated (table 2) 
with their ability to produce moniliasis in the new hosts. It will be 
observed that the organism (F. 235) which was isolated from a severe 
moniliasis produced the infection in 83.3 per cent of the new hosts. 
On the other hand, organisms (F. 398 and F. 323) which were obtained 
from patients who harbored the fungi without signs or symptoms were 
also capable of producing a moniliasis in some of the new hosts. How- 
ever, only 50 per cent successful inoculations were obtained in this 
group. 

Severe infections occurred in a number of the patients in each of the 
groups inoculated with strains of varying virulence, although they were 
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more frequent in the group of patients inoculated with monilias obtained 
from persons with more virulent infections. 

Host.—Race: Table 3 reveals that of twenty-one Negresses inocy- 
lated thirteen (or 61.9 per cent) contracted a vulvovaginitis. The 


TaBLe 2.—Virulence of Different Strains 








Successful Results 
Hosts rer 
Infection in Original Host Strain Inoculated Number Percentage 
F 235 83.3 
66.7 
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TABLE 3.—Race as a Factor 








Successful Results 





Hosts co — 
Inoculated Number Percentage 


12 71.7 
13 61.9 


25 65.8 





TABLE 4.—Gravidity as a Factor 








Successful Results 





Hosts a ay 
Gravidity Inoculated Number Percentage 
6 85.9 


Primigravida 35. 
Multigravida 19 61.3 





TABLE 5.—Amount of Discharge as a Factor 








Successful Results 





Hosts oo om 

Amount of Voginal Discharge Inoculated Number Percentage 
11 84.6 

8 66.7 

6 46.2 





percentage of successful results among the white women was somewhat 
higher: twelve (or 70.6 per cent) of the seventeen had the infection. 

Age: The women inoculated were all within the child-bearing 
period. The youngest was 18 and the oldest was 35. Variations of 
age within this group did not appear to be a determining factor. The 
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percentage of successful inoculations in the group of women under 25 
was approximately the same as that in the group beyond this age limit. 

Gravidity : Both primigravid and multigravid women were inoculated 
with vaginal monilias. In six (85.9 per cent) of the seven primigravidas 
inoculated moniliasis developed, whereas only nineteen (61.3 per cent) 
of thirty-one multigravid women became infected (table 4). 

It was also noted that in five of the six successful inoculations of 
primigravidas the infection was particularly severe. 

Stage of Gestation: The pregnant women in this study were in 
various stages of gestation at the time of inoculation. Ten were in 
the latter part of the first trimester of pregnancy, twenty-one in the 
second trimester and seven in the last third. 

The stage of gestation did not appear to influence the susceptibility 
to moniliasis, since the percentage of infections in all three groups was 
approximately the same. It should be noted, however, that the women 
in the first trimester were all in the third lunar month of pregnancy 
at the time of inoculation. 

Vaginal Secretion Before Inoculation: Wide variations in the 
character and amount of vaginal discharge were represented in the 
hosts selected for these experiments. 

It was noted that a profuse discharge tended to inhibit infection 
by Monilia. The percentage of successful results for the group of 
women in whom the vaginal discharge was profuse was only 46.2 per 
cent, in contrast to an incidence of 84.6 per cent in the women with a 
scant discharge, as shown in table 5. 

The percentage of results in the group with a moderate discharge 
was intermediate between these two, being 66.7 per cent. 

Of the group with a profuse discharge before inoculation, three 
women harbored Trichomonas vaginalis and three had gonorrhea. In 
two of the former mild moniliasis occurred, while in the group with a 
profuse gonorrheal discharge no signs or symptoms of moniliasis 
occurred nor could the organisms be recovered by cultural methods 
several days after inoculation. 


Infection—Incubation Period: The period of incubation was esti- 
mated as the lapse of time from inoculation to the time of the first 
voluntary complaint by the patient of itching and irritation of the 
external genitalia and surrounding cutaneous areas together with the 
observation of large numbers of organisms in the vaginal secretion or 
adherent to the vaginal mucosa. 

The incubation period was approximated to the nearest twenty-four 
hours. It varied from twenty-four to ninety-six hours. In twelve of 
the twenty-five instances of successful inoculation it was estimated as 
twenty-four hours; in ten instances, as forty-eight hours, and in two 
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instances, as seventy-two and ninety-six hours, respectively. The 
average period of incubation was about thirty-nine hours. 

Severity of the Reaction: Among the twenty-five women in whom 
infection resulted, thirteen contracted a severe moniliasis, in six the 
reaction was moderate and in the remaining six it was mild. 

In the mild form of moniliasis thrush patches were scattered and 
few and the patient complained only of occasional chafing, itching or 
increased discharge. On the other hand, the patients in whom severe 
moniliasis developed complained of intolerable itching, irritation, 
swelling and a sensation of dryness and heat about the genitalia and 














Fig. 1—The lesions consist of thick cheesy cream-colored patches encrusted 
on the vaginal mucosa. (From afi oil painting of experimental vaginal moniliasis 
in a white primigravida. ) 


about the skin over the inner surface of the thighs. However, it was 
not until the labia pudendi were separated and the introitus exposed 
that the nature of the infection was apparent. Vaginal examination 
showed the mucosa to be almost entirely covered by adherent thrush 
patches extending in irregular fashion from the éxternal os to the 
introitus (fig. 1) and often lining the folds between the rugae. In 
many instances the growth extended onto the labia minora pudendi and 
the tissues surrounding the vestibule. Cutaneous involvement occurred 
in five women of this series. 
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Character of the Growth in the Vagina: The gross appearance of 
the infection showed a wide range of variability dependent entirely on 
differences in the environment into which the organisms were inoculated. 

When before inoculation the vaginal secretion was scant, the vaginal ‘ | 
mucosa healthy and the accompanying flora fairly normal, the lesions j 
were of the type which is most frequently observed clinically, consisting 
of white or cream-colored growths with a raised granular surface, 
irregular in distribution and contour and adherent to the epithelium 
of the mucosa. 

In occasional instances in which the growth was especially profuse 
and thick it resembled the colonies of Monilia which are obtained on 
Sabouraud’s medium: it was made up of large soft, pasty cream- 
colored colonies with a smooth surface and regular edges, which were 
only slightly adherent. 

In patients in whom moniliasis developed in the presence of a ay 
profuse discharge, the resulting pictures were most diverse. Usually 
the mucosa was not markedly invaded and the thrush patches were few 
and irregular, and often their character and size were suggestive of } 
bread crumbs. Much of the growth appeared to be in the profuse c 
vaginal secretion itself, giving the discharge a thick cheesy or flaky ; 
appearance, characteristic of the presence of Monilia. 4 

Cutaneous Lesions: Definite cutaneous involvement occurred in five 
(13.2 per cent) of the thirty-eight pregnant women inoculated, or in 
20 per cent of the twenty-five women in whom moniliasis developed. 
In addition, cutaneous symptoms in the form of pruritus or marked Ft 
inflammation were present in every patient in whom infection resulted. ry 
The perivulvar skin was the chief site of cutaneous involvement, 
although the inner surface of the thigh was also involved in three of 
the five instances. More distant spread was not noted, probably because 
of the promptness with which treatment was instituted, since in naturally 
occurring instances we have occasionally noted involvement of the 
nipples and breasts. 

In the three patients with marked cutaneous involvement the lesions 
consisted of dark red hypertrophic papules which extended from the 
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vulva onto the inner surface of the thigh and were sharply defined 4 
distally by a heaped-up, somewhat irregular margin. These were covered ah 
by a thin layer of dull white scales and were studded with occasional i i] 
pinpoint vesicles and pustules, especially about the margins. Some of ae 
the vesicles tended to break and ooze, leaving a surrounding scaly a 


margin, while others went on to pustule formation. i 

In two other instances a few pustules and vesicles were noted on | 
the skin surrounding the vulva. The exudate from the larger pustules 
revealed numerous hyphae and clusters of yeast cells, as did the epi- 
dermal scrapings from the other cutaneous lesions. 
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Cutaneous involvement did not occur in any instance before six days 
after imoculation. When such cutaneous lesions appeared they were 
found to be much more resistant to treatment than the more conspicuous 
and extensive vaginal growths. 

Inoculations with Monilias of Oral Thrush—The vaginal mucosae 
of twelve pregnant women were inoculated with monilias cultured from 
the mouths of three new-born babies with oral thrush (table 6). 

Vaginal moniliasis occurred in seven of the twelve women thus 
inoculated. In two instances the reaction was severe. A _ similar 
influence of the several factors which have been shown to predispose 
to infection with vaginal monilias is shown in table 6. 

Cutaneous involvement of the perivulvar and crural regions, con- 
sisting of scale formation, pustules and vesicles, was noted in one of 
the seven women in whom moniliasis developed. 


TABLE 6.—Oral Strains 








Monilia Inoculated (From Typical 
Oral Thrush in New-Born Infants) Race Gravidity Vaginal Discharge 


Negro III Scant, mucoid ++ 
I Seant, mucoid 0 


White Moderate, mucoid ++4+ 
(skin lesions) 


Negro Scant, mucoid ++ 
Moderate, purulent 0 
Profuse, purulent 


White Scant, mucoid +44 
0 


Profuse, purulent 
Strain F. 406 Negro Scant, mucoid 
Moderate, purulent 


White Seant, mucoid 
Scant, mucoid 





COMMENT 


The experimental inoculations of Hesseltine, Borts and Plass* have 
definitely established the pathogenic rdle of Monilia in the production 
of a specific vulvovaginitis in human hosts. These workers introduced 
pure cultures of monilias isolated from various sources into the vaginae 
of twenty-two pregnant and nine nonpregnant women, and successful 
production of vulvovaginitis resulted in a large percentage of the hosts. 

Our results have confirmed the pathogenicity of certain strains of 
Monilia from the human vagina as demonstrated by Hesseltine and his 
collaborators. In addition, the results of. experimental inoculations 
which we have reported indicate that not all persons are equally 
susceptible to any one strain of Monilia, and further that not all strains 
of Monilia appear to be equally virulent. 
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dle of Pregnancy.—It has been observed by many clinicians that 
pregnancy, diabetes and senility predispose to vulvovaginal mycoses. 
The incidence of Monilia among six hundred consecutive patients attend- 
ing our antepartum clinic, as demonstrated by wet smears, stained slides 
and cultures, was 29 per cent. Clinical vaginal moniliasis occurred in 
approximately 6 per cent of the total group of six hundred patients. 
Monilia is thus shown to be a common inhabitant of the human vagina. 
Its incidence in the vaginal secretion of pregnant women as shown by 
various statistics * is definitely higher than in nongravid women. 

Our inoculations have demonstrated that the pregnant host is much 
more susceptible to infection by Monilia than is the nonpregnant 
woman and that once acquired the infection is more severe during 
pregnancy. 

A striking example of the tendency for vaginal moniliasis to be 
confined to periods of pregnancy is noted in the rapid disappearance 
of the infection at the termination of gestation. We have observed 
spontaneous disappearance of the lesions and symptoms during the 
puerperium in almost all instances of moniliasis in which no treatment 
had been given at the time of delivery. The disappearance of yeast 
cells from smears and cultures after the second day following the 
delivery of a pregnant woman with a severe vaginal moniliasis was 
noted by Popoff and his collaborators.° They suggested that this 
phenomenon may be the result of increased phagocytosis or of the 
cleansing action of the amniotic fluid or an example of postpartum 
cleansing by bacteriophagic forces. The fact that the organisms have 
been noted by us to persist in small numbers for some months after 
delivery in a high percentage of the cases indicates that the problem 
is chiefly one of a permanent change in the medium. In several such 
instances we noted a recurrence of the infection at the time of the 
next pregnancy, while in a number of cases of vaginal moniliasis there 
was a history indicative of similar infections at the time of previous 
pregnancies. 

The favorable medium which the vagina of the pregnant woman 
appears to afford for the growth of Monilia is apparently a result 
of biochemical changes in the vaginal mucosa or “secretion” which 
occur during gestation and which lead to an increase of glycogen. 









4. (a) Karnaky, K. J.: Trichomonas Vaginalis and Monilia Albicans as 
Causes of Leukorrhea, read at the meeting of the Harris County Medical Society, 
March 1934. (b) Plass, E. D.; Hesseltine H. C., and Borts, I. H.: Monilia Vulvo- 
vaginitis, Am. J. Obst. & Gynec. 21:320, 1931. 

5. Popoff, N. W.; Ford, F., and Cadmus, W. H.: Mycotic Vulvovaginitis, 
Am. J. Obst. & Gynec. 18:315, 1929. 
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Glycogen as a Factor: Cruickshank and Sharman® have shown 
that as pregnancy advances an increase in the glycogen content of the 
vaginal mucosa occurs. In a later communication Cruickshank’ gaye 
evidence that the acidity of the vaginal secretion is due principally to 
the bacterial fermentation of the glycogen by Doderlein’s vagina] 
bacilli. Since Monilia thrives best in a carbohydrate medium of con- 
siderable acidity, the increased deposition of glycogen in the lower 
portion of the genital tract during pregnancy creates a medium more 
favorable for its multiplication, both by furnishing an increased food 
supply and a more suitable py. 

In sections of mucosa from a pregnant woman with severe moni- 
liasis Stephan * showed by microchemical methods that the glycogen 
content of the mucosa was rich throughout except in areas of infiltra- 
tion and inflammation, where glycogen was absent; this he assumed 
to be due to utilization by micro-organisms. 

The fact that exacerbations of the condition in nonpregnant women 
occur during premenstrual periods, when, according to Graves,’ 
the glycogen content of the vaginal mucosa is highest and the acidity 
of the secretion increased, is a further indication of the rdle of 
glycogen. 

Hesseltine *° has shown that dextrose exerts a similar influence in 
diabetic vulvitis. By the constant spilling of dextrose in the urine over 
the vulva, a medium favorable for the growth of certain fungi is 
produced. Severe, irritating mycotic vulvovaginitis results. 

Race.—We have found no reference in the literature to the incidence 
of vaginal moniliasis with reference to race. Such a classification is of 
interest in view of the preponderance of certain vaginal infections, 
notably trichomoniasis,"* in Negro women. 

Among six hundred consecutive patients studied in this clinic the 
percentage of white patients harboring Monilia exceeded the per- 
centage of Negro women, the ratio being 33.5 to 26 per cent. 
Experimentally also the white patients proved to be somewhat more 
susceptible. These results are in accord with our clinical and laboratory 


6. Cruickshank, R., and Sharman, A.: Biology of Vagina in Human Subject, 
J. Obst. & Gynaec. Brit. Emp. 41:369, 1934. 

7. Cruickshank, R.: Conversion of Glycogen of Vagina into Lactic Acid, J. 
Path. & Bact. 39:213, 1934. 

8. Stephan, S.: Ueber die Soorkolpitis und ihre Behandlung, Monatschr. f. 
Geburtsh. u. Gynak. 69:65, 1925. 

9. Graves, W. P.: Gynecology, ed. 4, Philadelphia, W. B. Saunders Company, 
1928. 

10. Hesseltine, H. C.: Diabetic or Mycotic Vulvovaginitis, J. A. M. A. 100: 
177 (Jan. 21) 1933. 

11. Bland, P. B.; Wenrich, D. H., and Goldstein, L.: Trichomonas Vaginitis 
in Pregnancy, Surg., Gynec. & Obst. 53:759, 1931. 
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observations: that not only is the incidence of Monilia among white 
pregnant women slightly greater, but the infection as a rule is much 
more severe. 

Age.—Although monilias have been noted in the vaginal secretion 
of children and young virgins as well as in adults, it is significant that 
vaginitis or vulvitis due to these organisms is uncommon except in 
pregnant, diabetic and senile women. Among adults within the child- 
bearing period, both pregnant and nonpregnant, there was no marked 
difference in susceptibility in different age periods. ae 

The observation that infants exhibit thrush of the buccal mucosa r 
but rarely have a vaginal mycosis, except when the condition becomes it 
generalized, is of much theoretical interest. The explanation probably 
lies in the fact that from shortly after birth until the onset of menstrua- 
tion the vaginal epithelium is devoid of glycogen, as has been shown by 
Cruickshank and Sharman,® and the secretion as a consequence is 
usually alkaline or neutral. Until the onset of puberty conditions ‘2 
within the vagina apparently remain unfavorable for the growth of 1 








Monilia. at 
In the aged, however, monilial vulvovaginitis is the result of aad 
invasion of a membrane the resistance of which has been diminished by ' 
physiologic atrophy. : 
Gravidity.—It has been noted in this clinic not only that the percentage 
of moniliasis was highest among primigravidas but that the most severe 








and resistant forms of the infection were present among this group. 

This is in contrast to the results noted by Plass and his co-workers.*” 

In their group, among twelve instances of moniliasis occurring in eight- Pt 
een patients complaining of vaginal irritation, only one of the five " 
primigravidas showed monilias. They concluded: “The effect of pre- welt 


vious childbearing is not evident among the nonpregnant group, although 
the relationship in the pregnant individuals is striking.” 





at 

Our results among primigravidas inoculated with monilias of vaginal ia 
origin lead us to believe that a greater susceptibility for this group is ut 
indicated, since of the seven primigravidas inoculated, six (86 per cent) j i 
contracted a vulvovaginitis, whereas only 61 per cent of thirty-one a 


multigravidous patients were infected. 
A study of both our clinical and our experimental cases indicates 
that the high percentage of moniliasis which we have noted in primi- 
gravidas is dependent on the fact that leukorrhea was much less common 
in this group, a condition which we have noted to be unfavorable for ' . 
the development of moniliasis. 
Only one primigravida host with a profuse discharge was inoculated ; 
it is of interest that she was also the only primigravida in whom a 
moniliasis did not occur. bay 
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Stage of Gestation——Since it has been contended that the vagina] 
environment during pregnancy is particularly favorable to infection 
by Monilia, it was thought that perhaps women in the early months 
of pregnancy would prove less susceptible to infection. Our results, 
however, indicate that women in the latter part of the first trimester 
of pregnancy proved to be as susceptible as those in the later stages 
of gestation. It is concluded that factors which favorably influence 
the appearance of moniliasis during pregnancy make their appearance 
in the third lunar month or earlier. 

The great majority of patients with naturally occurring infections 
with Monilia stated that the original symptoms, 1. e., itching about the 
vulva and a cheesy white discharge, appeared during the second trimester 
of pregnancy. Active multiplication of Monilia in many of these patients, 
however, undoubtedly began some time earlier, as indicated by the 
extensive and necrotic character of the growth observed at the first 
examination. 

Condition of the Vagina Before Inoculation—Next in importance to 
the organism which is inoculated into the vagina is the soil into which 
it is planted. Since vaginal moniliasis is predominantly an infection of 
the mucosa, the character and amount of the vaginal discharge before 
inoculation would not appear to be a factor of importance. Neverthe- 
less, the facts that the mucosa is constantly bathed by the discharge, 
that the fungi do not penetrate deeply into the mucosa and that in a 
natural infection the organisms are undoubtedly present in the discharge 
before infection of the mucosa takes place point to the character of the 
vaginal discharge as a determining factor of importance. The fy of 
the vaginal secretion, its carbohydrate content, the type and number 
of other organisms already present and the amount of secretion may all 
conceivably influence the growth of monilias which find their way into 
the vagina. 

Amount of Vaginal Discharge.—The results of the experimental 
inoculations indicate that in pregnant women the relatively normal 
vagina with its scant secretion forms a favorable site for infection. In 
the presence of leukorrhea of various origins the percentage of infec- 
tions and the degree of severity were markedly reduced. 

Apparently the profuse discharge resulting from gonorrhea, tri- 
chomoniasis and so-called “nonspecific” bacterial infections not only 
acts mechanically to wash out the inoculated organisms but inhibits 
the multiplication of the fungi by altering the character of the environ- 
ment. 

Relationship of Monilia to Other Organisms in the Vagina,—lIt has 
been observed by many workers that the chief bacterial inhabitants of 
the normal vaginal secretion are large gram-positive facultatively 
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robic rods, i. e., Déderlein’s bacilli. The experiments of Cruickshank 
and Sharman ® indicate that of all the organisms likely to be present 
in the vagina as saprophytes or pathogens, Doderlein’s bacilli alone are 
responsible for the acid reaction of the secretion, by directly fermenting 
glycogen, production of lactic acid resulting. By thus altering the py 
of the vaginal secretion Déderlein’s bacilli maintain an environment 
detrimental to the growth of most bacteria but highly favorable for their 
own maintenance and for the growth of Monilia. 

Clinically, the association of Doderlein’s bacilli with yeastlike organ- 
isms in the normal secretion of pregnant women has long been noted. 
In his monograph Déderlein ** stated that he had noted such an associa- 
tion in 39 per cent of his cases. A similar observation was made by 


ang 
alias 


Houlton.** 

The multiplication of the fungi in turn appears to favor more 
extensive colonization of the vagina by the bacilli, as is shown by the 
increasing numbers of Doderlein’s bacilli which were noted in many 
of the cases of experimentally produced moniliasis. The caseous patches 
which were adherent to the vaginal mucosa in these cases consisted 
microscopically of masses of desquamated epithelium plus large numbers 
of Déderlein’s bacilli (fig. 2). Where the discharge was profuse the 
fungi appeared chiefly as yeast cells (fig. 3). Hyphae were scant and 
comparatively short. 

In smears taken from the surface of thrush patches in cases of 
severe vaginal moniliasis the material frequently consisted almost entirely 
of great numbers of bacteria, while the hyphae were necrotic and 
difficult to find (fig. 4). Similar observations in the past have led 
several investigators ** to doubt the etiologic significance of the monilias. 
The suggestion was made that the fungi by initially excoriating the 
mucosa render it susceptible to bacterial infection. 

Similarly, the result of experimental transference by Haussmann *° 
of vaginal discharge from a woman with mycotic vaginitis to the vagina 
of a pregnant woman free from Monilia left doubt as to the etiologic 
importance of the fungi, in view of the accompanying bacteria in the 
inoculum. 


12. Doderlein, A.: Das Scheidensekeret und seine Bedeutung fiir das Puerperal- 
fieber, Leipzig, O. Durr, 1892. 

13. Houlton, C. L.: An Investigation of the Bacteria of the Vagina in Preg- 
nancy, J. Obst. & Gynaec. Brit. Emp. 31:258, 1924. 

14. Zweifel, P.: Lehrbuch der Geburtshilfe, ed. 4, Stuttgart, F. Enke, 1894. 
Castellani, A.: A Case of Vaginitis Probably Due to Monilia Pinoyi Cast. 1910, 
J. Trop. Med. 19:89, 1916, 

15. Haussmann, D.: Parasites des organes sexuels femelles de l’homme et de 
quelques animaux, avec une notice sur le développement de 1’Oidium albicans Rob, 
translated by P. E. Walther, Paris, J. B. Bailliére, 1875. 
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Cutaneous Involvement.—Experimentally it has been shown that 
the neighboring cutaneous surfaces, especially intertriginous areas, 
may under favorable circumstances become involved by contiguity, 
From the experimental series as well as from clinical experience it js 
apparent that the skin is much more resistant to infection by the yeast- 
like fungi than the less compact vaginal epithelium, although when the 
cutaneous surface has become involved the infection in this structure 
is more deeply seated and certainly more resistant to treatment. 

Although experimental production of lesions of cutaneous thrush 
in human subjects has been effected by a number of workers, notably 
by White,’® by the direct inoculation of the yeastlike organisms into 


Fig. 2.—Monilias are associated with large numbers of Déoderlein’s bacilli in a 
high percentage of cases of vaginal moniliasis. (From a smear stained by Gram’s 
method. ) 


the cutaneous structure, it will be recalled that in the present instance 
cutaneous infections apparently resulted by spread from an involved 
modified mucous membrane. It is not unlikely, however, that the con- 
tinuous scratching of the perivulvar cutaneous surfaces which was 
indulged in by almost all the infected hosts constituted a method of 
inoculation of monilias from the surface into the epiderm proper. 

The pruritus, inflammation and edema of the vulva which are noted 
in almost all instances of vaginal thrush, whether experimentally pro- 
duced or naturally occurring, are probably caused by the irritating nature 


16. White, Cleveland: Superficial Yeast Infections of the Glabrous Skin, Arch. 
Dermat. & Syph. 18:429 (Sept.) 1928. 
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Fig. 3.—In instances of moniliasis associated with profuse purulent discharges, " ) 
the fungi appear chiefly as budding yeast cells. (From a fresh wet vaginal smear ney 
stained supravitally with toluidine blue.) ine 
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Fig. 4.—The thrush patches consist of a mass of hyphae, necrotic epithelium and 
large numbers of bacteria. (From a smear stained by Gram’s method.) 
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of the fungous material and its products exuding from the vagina rather 
than by invasion of the skin by the fungi. In the six instances in the 
present series in which invasion of the skin was noted the lesions were 
rather characteristic and were similar to those encountered in severe 
naturally occurring monilial vulvovaginitis complicated by cutaneoys 
monilial thrush. 

The cutaneous lesions consist essentially of a thickening of the 
epithelium extending peripherally from the vulvar orifice and separated 
from the normal skin by a thickened border (fig. 5). We have observed 





Fig. 5.—Cutaneous thrush; involvement of the perivulvar area in a Negro 
primigravida with a severe naturally occurring monilial vulvovaginitis. Attention 
is called to the marginated character of the lesion, the small vesicles near the 
margin and the large pustule in the right inguinal region. 


numerous hyphae with lateral buds in the thick soggy epithelial scales 
obtained from the surface of such lesions. Minute vesicles and pustules 
are also frequently noted, especially near the margins of the lesions. 
In the exudate from larger pustules monilias were cultivated in several 
instances. Weidman ™' directed attention to the collaret of epiderm which 
remains on the periphery of ruptured vesicles and pustules and which we 
have frequently noted in the genitocrural lesions. 


17. Weidman, F. D.: Fungous Diseases, in Blumer, G.: Practitioners Library 
of Medicine and Surgery, New York, D. Appleton-Century Company, Inc., 1935. 
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\lthough similar cutaneous thrush infections of the genitocrural 
region have been noted by numerous clinicians and have been reviewed 
by Shelmire,?® the possibility that they originate from a vaginal moniliasis 
has frequently been overlooked. We have also noted thrush infections 
in other cutaneous areas in association with vaginal infections, namely 
on the breasts of a number of women, and more rarely on the penis 
of the conjugal partner. These infections no doubt resulted from the 
transference of fungous material from the vagina and vulva. 

The thrush lesions of the breast occurred on the nipples and sur- 
rounding areola as adherent thick grayish scales and were associated 
with itching and soreness. Yeastlike fungi were present in these scales, 
and monilias were cultivated from a number of such lesions. 


In two infected husbands whom we were able to examine the lesion 
appeared as a thin dark white adherent membrane surrounding the 
corona, being sharply marginated toward the shaft of the penis but 
fading off onto the glans, the skin over which was markedly inflamed 
and excoriated. Itching was the chief symptom of which these men 
complained. Similar instances of conjugal infection have been reported 
by Odland and Hoffstadt,?® by Dubreuilh and Joulia,”° by Engman ** 
and by others. 

Organisms Inoculated.—The uncertainty of the present knowledge of 
mycologists regarding yeastlike fungi has prevented the development 
of any reliable means by which monilias may be specifically identified. At 
present the consensus appears to be that it is impossible to state whether 
species of Monilia isolated by various investigators from different lesions 
are the same or not. Perhaps the most indicative procedure for classi- 
fication of these organisms yet devised is the combination of a number 
of methods, as developed by Benham.”? The following factors are con- 
sidered in the classification offered by this worker: growth on corn- 
meal agar, morphology, fermentation reactions with five sugars, 
pathogenicity for animals and serologic reactions. Fisher and Arnold ”° 
have recently reviewed the classification of the yeastlike fungi. 


18. Shelmire, B.: Thrush Infections of the Skin, Arch. Dermat. & Syph. 
12:789 (Dec.) 1925. 

19. Odland, H., and Hoffstadt, R. E.: Eruption of the Genitalia Due to a 
Fungus (Monilia Pinoyi-Castellani), Arch. Dermat. & Syph. 20:335 (Sept.) 1929. 

20. Dubreuilh, W., and Joulia, P.: De l’intertrigo mycosique, Ann. de dermat. 
et syph. 3:145, 1922. 

21. Engman, Martin F.: A Peculiar Fungus Infection of the Skin (Soorpilze), 
Arch. Dermat. & Syph. 1:370 (April) 1920. 

22. Benham, R. W.: Certain Monilias Parasitic on Man, J. Infect. Dis. 49: 
183, 1931. 

23. Fisher, C. V., and Arnold, L.: Classification of Yeasts and Yeastlike Fungi, 
University of Illinois Bulletin, College of Medicine, 1936, vol. 1, no. 3. 
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Monilias of Vaginal Origin: The oral inoculations of infants with 
monilias of vaginal origin by Hesseltine and his co-workers,' as well 
as the results of our vaginal inoculations with monilias of oral thrush, 
indicate that the organisms from these sources are of a similar grade 
of pathogenicity. 

A multiplicity of species have been described for monilias from 
both these sources on the basis of fermentation reactions by many 
workers, notably by Castellani,* Castellani and Taylor,?* and Plas, 
Hesseltine and Borts.*” Nevertheless it appears from the more com- 
plete biologic studies of Benham ** and of Hopkins ** and from the 
serologic investigation of Stone and Garrod ** that monilias isolated in 
various cases of oral thrush are identical and should at present be classi- 
fied as Monilia albicans. 

It is of interest that the organisms isolated from various vaginae, 
irrespective of their correlation with lesions, were pathogenic in a 
certain number of instances and that the percentage of infections and 
their severity bore a direct relationship to the pathogenicity of the 
infection in the host from which the organism under consideration 
was isolated. The indication here is that a degree of virulence attained 
in an environment particularly favorable for the organisms is retained, 
at least temporarily. These observations are in accord with those of 
Kurotchkin and Lim *? with Monilia tropicalis, namely, that the passage 
of the fungi through susceptible animals results in an increase of 
virulence of the organisms while their cultivation on artificial medium 
brings about a considerable reduction in this power. 

Monilias of Oral Thrush: The origin of oral thrush in infants 
by contagion from the vagina of the mother at or after birth has been 
suspected by a number of clinicians, notably by Haussmann,** Faber and 
Clark,”* Cron ** and others. Epidemics of oral thrush in nurseries, 
however, bear evidence that infective material may also be transmitted 
directly or indirectly from the mouth of one infant to the mouths 
of many others. 

The present experiments confirmed the similarity in pathogenicity 
of the vaginal and oral monilias as vaginal infection was produced in 


24. Castellani, A., and Taylor, F. E.: Vaginal Monilias and Vaginal Moniliasis, 
J. Obst. & Gynaec. Brit. Emp. 32:69, 1925. 

25. Hopkins, J. G.: Moniliasis and Moniliids, Arch. Dermat. & Syph. 25: 
599 (April) 1932. 

26. Stone, K., and Garrod, L. P.: The Classification of Monilias by Serological 
Methods, J. Path. & Bact. 34:429, 1931. 

27. Kurotchkin, T. J., and Lim, C. E.: The Effect of Animal Passage upon 
Pathogenic Monilia, Nat. M. J. China 16:332, 1930. 

28. Faber, H. K., and Clark, E. B.: Prevention and Treatment of Thrush 
(Oidial Stomatitis), Am. J. Dis. Child. 34:408 (Sept.) 1927. 

29. Cron, R. S.: Thrush Vaginitis, Tr. Am. A. Obst. 42:225, 1929. 
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pregnant women with monilias obtained from babies with oral thrush. 
\avinal moniliasis was produced in seven of twelve women inoculated 
witli three strains of oral thrush, whereas Hesseltine and his associates * 
produced oral thrush in nine of twenty-four babies inoculated with 
six strains of vaginal origin. 

In this clinic six cases of oral thrush in new-born babies delivered 

at home were noted in the past year. In each instance monilias were 
found in large numbers in the vaginal discharge of the mother. In 
two instances monilias were also recovered from the nipples and sur- 
rounding areola of the breast of the mother, where thick scaly lesions 
and marked itching were present. Several such instances have also 
been reported by Schamberg.*® Similar mycotic infections in nursing 
mothers in whom the lesions were sharply limited to the area of contact 
with the chest wall have been noted by Kumer,*' Alexander,®? Engman ** 
and others. 
SUMMARY 
Vulvovaginitis was produced in twenty-nine of fifty women, thirty- 
eight pregnant and twelve nonpregnant, inoculated with pure cultures 
of Monilia of vaginal origin. 

By inoculation of similar groups of twelve pregnant and twelve 
nonpregnant women with the same strains of Monilia it was demon- 
strated that pregnancy is a predisposing cause of monilial vulvovaginitis. 

The increase of the glycogen content of the vaginal mucosa which 
occurs during pregnancy is regarded as the fundamental factor in pro- 
ducing a favorable medium for the growth of Monilia in the vagina 
of the pregnant woman. , 

White women appeared to be somewhat more susceptible to infection 
than Negro hosts. 

Variations in age within the child-bearing period did not influence 
the percentage of successful inoculations. 

Primigravidas were more susceptible to infection than multigravidas. 

The stage of gestation, from the third lunar month of pregnancy 
to term, bore no relationship to the number of successful inoculations. 

Leukorrhea due to various causes was an inhibiting factor in the 
production of vaginal moniliasis. 

The incubation period varied from twenty-four to ninety-six hours. 
The average period of incubation was thirty-nine hours. 

Thrush involvement of neighboring cutaneous surfaces occurred in 
five of the fifty women inoculated with vaginal monilias. The cutaneous 


30. Schamberg, J. F.: Case Report, Arch. Pediat. 32:617, 1915. 

31. Kumer, L.: Die Soormykose der Haut, Arch. f. Dermat. u. Syph. 140:105. 
1922, 

32. Alexander, A.: Beitrage zur Klinik und Diagnose der Soorerkrankungen 
der Haut, Dermat. Wchnschr. 75:1125, 1922. 
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lesions appeared only in the patients with severe vaginal infections 
remaining untreated for six or more days and consisted of hypertrophic 
marginated papules covered with a soggy white scale, together with 
pinpoint vesicles and pustules. 

Successful inoculations resulted from the introduction of monilias 
isolated from patients without signs or symptoms of moniliasis as well 
as from that of organisms obtained from patients with severe infections, 
A higher percentage of infections, however, was obtained with monilias 
from the more virulent infections. 

Inoculation into the vaginae of twelve pregnant women of three 
strains of Monilia isolated from typical lesions of oral thrush produced 
moniliasis in seven instances. Cutaneous involvement was noted in 
one instance. It is concluded that the organisms of vaginal moniliasis 
and those of oral thrush are of a similar degree of pathogenicity. 























STUDIES IN THE GENUS MICROSPORUM 


III. TAXONOMIC STUDIES 









NORMAN F. CONANT, Ps_.D. 
DURHAM, N. C. 





THE PREMISES 


The first genus, Microsporum,’ and the first species, Microsporum 
Audouini, of the ringworm fungi were described by Gruby? in 1843. 
His description was based on the parasitic aspect of the fungus in 
porrigo decalvans or pelade, and the organism was given the name 
Microsporum because of the extremely small spores which made up 
the sheath around the infected hairs. Gruby, however, was in error 
in diagnosing the lesion as pelade. He was dealing not with pelade 
but with herpes tonsurans, and attempts by others to find his fungus 
in lesions of pelade were of course futile. The situation was not 
entirely clear until 1894, when Sabouraud * rediscovered Gruby’s fungus 
in lesions of herpes tonsurans and clarified the earlier confusion in 
the clinical identification of the disease for which M. Audouini had 
been described as the etiologic agent. Subsequently the genus Micro- 
sporum has been distinguished from the other dermatophyte genera by 
the arrangement and size of the spores which make up the sheaths 
around the hairs. 

Sabouraud, however, not only reestablished M. Audouini as a para- 
site by confirming the earlier description by Gruby but also cultured 
the fungus and described its growth in pure culture. He clearly differ- 
entiated M. Audouini by its cultural characteristics from similar fungi 

From Duke Hospital. 

Contribution 141, from the Laboratory of Cryptogamic Botariy and the Farlow 
Herbarium, Harvard University. 

1. The original spelling of the name was Microsporum in Gruby’s paper 
of 1843. In 1844 M. Gruby used Microsporon. (Recherches sur les cryptogames 
qui constituent la maladie contagieuse du cuir chevelu décrite sous le nom de teigne 
tondante [Mahon], Herpes tonsurans [Cazenave], Compt. rend. Acad. d. sc. 18:583, 
1844). Since there has been much confusion in the literature concerning the 
spelling of this genus name, it seems best to return to the original spelling, 
Microsporum. 

2. Gruby, M.: Recherches sur la nature, le siége et le dévelopment du porrigo 
decalvans ou phytoalopécie, Compt. rend. Acad. d. sc. 17:301, 1843. 

3. Sabouraud, R.: Sur une mycose innominée de l’homme, la teigne tondante 
spéciale de Gruby, microsporum Audouini, Ann. Inst. Pasteur 8:83, 1894. 
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he had studied.* Since the appearance of these fungi in the hair 
determined their position in the genus Microsporum, Sabouraud 
employed gross cultural characteristics as a criterion for establishing 
species. 

While the gross appearance of the microsporum in culture was used 
to distinguish species, certain microscopic characters of these species 
were also noted. Thus in commenting on M. Audouini, Sabouraud: 
described the “raquette cells” and “pectinate hyphae’’; in regard to 
equine Microsporum, Bodin in 1896° and in 1898° described fuseaux, 
small single-celled spores of the acladium type, and chlamydospores: 
while in identifying feline Microsporum, Fox and Blaxall’ described 
fuseaux, small single-celled spores and chlamydospores. As a result of 
these studies the genus Microsporum in culture was recognized to 
possess definite morphologic characteristics. In later treatments 
(Bodin* and Sabouraud*®) of the genus as a whole, morphologic 
descriptions of all the known species were presented. Thus, while the 
identification of the genus Microsporum was first based on its para- 
sitic aspect in the hair, later studies of members of this genus in pure 
culture showed them to have a distinctive structure which readily 
distinguished them from the other dermatophytes. This proved to 
be of tremendous value to investigators who cultured fungi from 
lesions on the glabrous skin. In such cases, the fungi appeared in the 
scales only as fragments of hyphae and did not display the distinctive 
parasitic morphologic features usually seen when they are observed in 
lesions on the scalp. When the fungi were isolated from these bits 
of skin, however, they could be allocated to some genus of the dermato- 
phytes, according to the types of growth which they produced in 
culture. 

Even though the genus Microsporum can be distinguished in cul- 
ture from other genera on the basis of morphology, there have been 
few attempts to treat each species of Microsporum individually so as 
to make possible specific identification. For the most part, new species 


4. Sabouraud, R.: Contribution a l’étude de la trichophytie humaine. Etude 
clinique, histologique et bactériologique sur la pluralité des trichophytons de 
homme, Ann. de dermat. et syph. 3:1061, 1892. 

5. Bodin, E.: Les teignes tondantes du cheval et leurs inoculations humaines, 
Thése de Paris, no. 255, 1896. 

6. Bodin, E.: Le microsporum du cheval, Arch. de parasitol. 1:379, 1898. 

7. Fox, T., and Blaxall, F. R.: An Inquiry into the Plurality of Fungi 
Causing Ringworm in Human Beings as Met with in London, Brit. J. Dermat. 
8:241, 291, 337 and 377, 1896. 

8. Bodin, E.: Les microsporum, in Besnier, E.; Brocq, L., and Jacquet, L.: 
Pratique dermatologique, Paris, Masson & Cie, 1900, vol. 1, p. 798; Les champi- 
gnons parasites de l’homme, Paris, Masson & Cie, 1902. 

9. Sabouraud, R.: Les teignes, Paris, Masson & Cie, 1910. 
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have been added to the genus on the basis of differences of gross cul- 
tural characteristics, such as color, texture and configuration. As has 
been pointed out in an earlier paper,’® such cultural characteristics are 
not reliable, since they vary for the same fungus on different mediums 
and even in some cases on the same medium. Because of this it has 
become increasingly difficult to identify an isolated form with pre- 
viously described fungi. 

Purely morphologic treatments of the dermatophytes as a group 
have been of no greater aid to specific identification than the older 
methods of cultural. comparisons. In such morphologic studies the 
authors have devoted much time to the rearrangement of species and 
have included several new generic names. These genera have not been 
based on new forms but have merely replaced the more familiar names 
and contain widely different species, which bear no resemblance. Thus 
Ota and Langeron ™* substituted the name Sabouraudites }* for Micro- 
sporum and included several species which were entirely unrelated 
morphologically. Since the morphologic structures of Microsporum had 
been identified with the genus, there seems to be no justification for the 
change. At a later date Langeron and Milochevtich ** revised the genus 
Sabouraudites to include only the old well known species of Micro- 
sporum and a few species of Achorion. For this revision the rule on 
nomenclature cited for the previous change could not be applied. 
Furthermore, names terminating in “ites” have been accepted as signify- 
ing fossil forms. Likewise, Grigorakis’* changed the generic name 
Microsporum, substituting in its place two genera, namely, Clostero- 
sporia and Closteroaleurosporia. He justified this change by the fact 
that the word Microsporum means a small-spored fungus whereas 
in cultures of this group large pluriseptate, spindle-shaped spores 
(fuseaux) are produced. These structures, however, had already been 
identified with the old name and were accepted as the characteristic 
structures of the genus Microsporum. The new names, therefore, were 
merely confusing. Later, Guiart and Grigorakis ** adopted the old 


10. Conant, N. F.: Studies in the Genus Microsporum: I. Cultural Studies, 
Arch, Dermat. & Syph. 33:665 (April) 1936. 

11. Ota, M., and Langeron, M.: Nouvelle classification des dermatophytes. 
Ann. de parasitol. 1:305, 1923. 

12. This change was based on International Rules of Botanical Nomenclature 
(rule 4, art. 51, sect. 7, chap. 3.), Congress of Vienna, Jena, Gustav Fischer, 1905. 

13. Langeron, M., and Milochevtich, S.: Morphologie des dermatophytes sur 
milieux naturels et milieux 4 base de polysaccharides: Essai de classification, Ann. 
de parasitol. 8:465 (Oct. 1) 1930. 

14. Grigorakis, L.: Recherches cytologiques et taxinomiques sur les dermato- 
phytes et quelques autres champignons parasites, Ann. d. sc. nat. bot. 7:165, 1925. 

15. Guiart, J., and Grigorakis, L.: La classification botanique des champignons 
des teignes, Lyon méd. 141:369 (April 1) 1928. 
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accepted generic names of the dermatophytes but still included widely 
dissimilar forms in their groupings. 

The confusion resulting from such studies of the dermatophytes 
has been great. An application of mycologic methods of study to these 
fungi would be practical only if the methods enabled others to identify 
the organisms. The various attempts that have been made to provide 
this type of classification have been inadequate. As yet, the old species 
of the dermatophytes must be identified with those pictured by 
Sabouraud.® After this, they may be placed in the new genera of the 
several classifications offered by referring to the lists of species included 
under these genera. Fungi which could not be identified by the old 
system would therefore be considered new species. 

Attempts have been made, however, to reduce the synonomy result- 
ing from such methods of classification. Langeron and Milochevtich 
included in the species Trichophyton mentagrophytes many tricho- 
phytons of the gypseum group. Likewise, Ota and Kawatsuré™ 
classified with Trichophyton rubrum many forms hitherto described 
as distinct species. This type of study, employing a critical examination 
of the morphology of the fungi in culture, has been greatly needed. 
More adequate mycologic descriptions of the dermatophyte species, 
however, are necessary to facilitate their identification. I have there- 
fore undertaken detailed cultural and morphologic studies of the fungi 
of the genus Microsporum in the hope of devising a usable key for 
the identification of its species. 


METHODS AND MATERIALS 


The old genus Microsporum has been adequately defined morphologically by 
Sabouraud ® and others, and the description can be retained, with the characteristic 
macroconidia or fuseaux as the distinguishing structure. In a study of several 
isolations of fungi of this type it was observed that polished rice supported a 
sporulating mycelial mat from which specific characters could be obtained.!° 
Several macroconidia, or fuseaux, obtained from these cultures were measured, 
and their sizes were plotted in the form of a curve. The curves 17 not only helped 
to distinguish the size of the spores of a single species but served as a means of 
comparing the size of spores of different species. On the basis of these cultural 
and biometric studies further work has been done to ally with the aforementioned 
traits such additional features as the shape and color of the spores, the way 
in which they are borne on the conidiophores and the structure and type of 
branching of the conidiophores. 

For all the species studied except one, M. Audouini, the rice medium proved 
ideal for bringing out these features. In the case of M. Audouini, however, 
transfers from old stock cultures failed to grow abundantly on rice. Infected 
hairs taken directly from lesions on the scalp and planted on rice also failed to 


16. Ota, M., and Kawatsuré, S.: Sur le Sabouraudites ruber et ses variétés, 
Ann. de parasitol. 11:476 (Nov. 1) 1933. 

17. Conant, N. F.: Studies in the Genus Microsporum: II. Biometric Studies, 
Arch. Dermat. & Syph. 34:79 (July) 1936. 
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crow abundantly on rice; the only evidence of growth was a progressive brownish 
4 oloration of the medium, This species, however, developed well and produced 
distinctive characters on Sabouraud’s dextrose agar (plate 1). The fact that 
M Audouini did not develop on rice was used as an additional means of dis- 
tinguishing it from other species of Microsporum. 


The nomenclature of the several species of Microsporum has been 
confused. As has been pointed out,’* a few occurring on animals were 
variously named Microsporum du chien, Microsporum du cheval and 
Microsporum of the cat. Such common names have been disregarded, 
and priority has been given to the first specific name mentioned. The 
specific names which because of priority must stand, together with the 
synonyms, are given in the comment on the species. It is sincerely 
hoped that further revision of these names will be unnecessary. 

It is to be regretted that not all the species of the genus have been 
studied. Several of the earlier species were not available, and other 
species sent to me had long become pleomorphic and could not be con- 
sidered in this paper. For the species described as new, no previous 
descriptions or comparable material could be found. It is hoped that 
in the future the other species may be added as material becomes avail- 
able, so that eventually a complete monograph of the genus Micro- 
sporum may be presented. 

The following taxonomic study of the genus Microsporum, in spite 
of the inevitable omissions noted, is presented in the hope that the 
descriptions and illustrations of the forms studied will be of help to 
others in the study of similar material. 


TAXONOMY: THE GENUS MICROSPORUM 
Microsporum Gruby, Compt. rend. Acad. d. sc. 17:301, 1843. 
Microsporon Gruby, Compt. rend. Acad. d. sc. 18:583, 1844. 
Sporotrichum Saccardo, Sylloge fungorum, Padua, 1886, vol. 4, p. 100 
Sabouraudites Ota and Langeron, Ann. de parasitol. 1:326, 1923. 
Closterosporia Grigorakis, Ann. d. sc. nat. bot. 7:410, 1925. 
Closteroaleurosporia Grigorakis, Ann. d. sc. nat. bot. 7:411, 1925. 
Aleurosporia Grigorakis, Ann. d. sc. nat. bot. 7:413, 1925. 


Macroconidia hyaline or light colored under the microscope; spindle shaped; 
few to many septate; apex rounded to pointed; base tapering and truncate at 





18. Conant, N. F.: Synonymie de Microsporum canis Bodin 1902 et de M. 
equinum Nicholas et Lacomme 1906, Ann. de parasitol. 13:161, 1935. It should be 
noted that A. D. Mewborn referred to E. Bodin’s “Les champignons parasites 
de homme” (Paris, Masson & Cie, 1902) in his paper published in the New 
York Medical Journal (76:843, 1902). Therefore Microsporum canis Bodin takes 
priority over Microsporum felineum of Mewborn. A reference to Microsporum 
equinum prior to Nicholas and Lacomme, 1906, however, was found in Guéguen 
(Les champignons parasites de l’homme et des animaux, Thése de Paris, 1904, 
p. 144), 
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EXPLANATION OF PLATE 1. 


Morphologic characters of M. Audouini taken from Sabouraud’s dextrose 
agar. All the figures were drawn with the aid of a camera lucida; the accompanying 
scale gives the magnification. 

Figs. a, c and d.—Swollen terminal portions of the hyphae giving the appearance 
of immature macroconidia. These structures are the most prominent in cultures of 
this species. 

Figs. b and e—Mature macroconidia characteristic of the genus Microsporum; 
only a few are observed in this species and are of the size and character of the 
macroconidia of M. canis (lanosum). 

Fig. f.—Pectinate hyphae with outgrowths on the recurved surface. 

Figs. g and h.—Beginning of nodular body formation. The hyphal branches 
intertwine, knot and finally give structures seen in figure /. 

Fig. i—Germinating microconidia. 

Fig. j—Short-celled hyphal strand. 

Fig. k.—Thick-walled chlamydospores formed along the hypha. 

Fig. 1—Nodular body. 

Fig. m.—Microconidia borne laterally on the aerial hyphae. 

Fig. n.—Raquette cells formed in abundance in all the cultures. 
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the point of attachment; walls coarsely echinulate or warty, at least near the 
extremities, less frequently entirely smooth; borne acrogenously at the ends of 
hyphae or at the ends of branches of hyphae, which may at first be simple and 
later branched in subdichotomous or cymose manner. Microconidia hyaline, single 
celled, pyriform, either borne laterally on short sterigmata or sessile. Chlamy- 
dospores intercalary on aerial hyphae or else intercalary or terminal in intra- 
matrical mycelium. Raquette hyphae abundant in most species, present in all, 
Rectinate hyphae present in some species. Nodular bodies present in some species 
and when present of varied size and structure, dependent on the amount of inter- 
twining hyphal elements. Spiral hyphae produced as lateral branches on the undif- 
ferentiated mycelium or from the conidiophores; usually simple but occasionally 
branched. 
Key to Species of Microsporum * 








. Walls of median cells conspicuously thickened 
. Walls of median cells not conspicuously thickened 
. Spore length 62-76 u 
. Spore length 38-58 u 
. Spore lengths usually 70-76 u 
. Spores smaller, 60-72 u 
. Spores not produced on rice, infrequently on 
Sabouraud’s dextrose agar and then many 
abortive M. Audouini 
4. Spores preduced abundantly on rice . M. canis 
. Spores orange or rusty colored under the micro- 
scope, 64-72 mw long 3. M, aurantiacum 
. Spores subhyaline to light yellow under the microscope, 62-68 uw long.. 
. Conidiophores stout (2.5-4) gw, dendroidally or 
subdichotomously closely branched; the spores 
terminally clustered 
; Conitioghere sympodially branched, the primary 
branches scattered — the main axis; spores 
not terminally clustered............sseeeeees $ 
. Spores tapering toward both ends, conidiophore 
45-70 mw long and terminated by an obconical 
cell of dehiscence 
. Spores bluntly rounded at apex, tapering toward 
the base, conidiophores 25-40 uw long 7. M. obesum 
. Spores 38-40 mw long; conidiophores branching at 
right angles 8. M. fuloum 
8. Spores 44-48 w long; branches of conidiophores 
ascending 
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M. equinum 


M. pseudolanosum 


6. M. simiae 


9. M. gypseum 





* All reference to spores in this key are to the large, many-septate macroconidia. These 
fall into two groups: those with thick walls, at least at the median cells, and those with thin 
walls at the median cells. The first group includes seven species; these were further divided 
according to the size of the macroconidia,™ the color and the way in which the macroconidia 
were borne. The second group includes only two species; these were divided according to 
the size of the macroconidia and also according to the way in which the macroconidia were 


borne. 

The type species is M. Audouini, first characterized by Gruby in 
1843 on the basis of its parasitic aspect in the hair. Later, in 1894, 
the morphologic structures of this fungus in pure culture were pre- 
sented by Sabouraud. 

As a result of previous investigations (Conant *®), it was evident 
that certain characters could be used for the classification of the species 
of Microsporum. The characters found of most value were shown in 
the type of branching of the conidiophores and the dimensions of the 


19. Conant.2° 17 
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macroconidia. In the following key, in which the length of the macro- 
conidia is given, the term length should be construed to mean the 
lencth of the majority of the macroconidia as shown by biometric 
studies. It is hoped that this key, based as it is on obvious characters 
that may be determined from cultures, will be of use not only to 
medical mycologists but to. general practitioners and at the same time 
will do away with the uncertainty that results from mere comparison 
of these fungi in gross culture. 


I. Microsporum Audouini Gruby, Compt. rend. Acad. d. Se. 17:301, 1843. 
Sporotrichum Audouini Saccardo, Sylloge fungorum, Padua, 1886, vol. 
4, p. 101. 
Sabouraudites Audouini Ota and Langeron, Ann. de parasitol. pro parte 
1:327, 1923. 
Closteroaleurosporia Audouini Grigorakis, Ann. d. sc. nat. bot. 7:412, 1925. 

(Illustrations are given in plate 1, figures a to n.) 

Colonies on Sabouraud’s dextrose medium after three weeks’ growth close, 
matted, with some radiating furrows; growth on polished rice evident only by a 
brownish discoloration of the medium. Conidiophores of varying lengths, at first 
simple but occasionally giving rise to a few branches. Macroconidia 2° 31 —(70) 
—82u x 8— (12) — 144; 0—9 septate ; fusoid, tapering toward a slender outer end 
and to a truncate base; surface ornamented with numerous bluntly spinous pro- 
trusions; hyaline to light yellow under the microscope. Microconidia pyriform; 
2—5x15—2u; single celled; sessile or on short sterigmata; pleurogenous. 
Nodular bodies present in great numbers as twisted, knotted hyphal strands. 
Pectinate hyphae long, recurved and locally expanded on the outer surfaces. 
Chlamydospores borne both terminally and intercalary in the submatrical hyphae. 
Raquette hyphae numerous throughout the cultures. 


This species closely resembles the following species, M. canis, in the 
size and general characteristics of its macroconidia. It may easily be 
distinguished from M. canis, however, when the two species are grown 
on polished rice. On this medium, M. canis produces an abundant 
growth of aerial mycelium and numerous macroconidia; M. Audouini, 
however, produces no aerial mycelium, and its growth is evident only 
by a progressive brownish discoloration of the rice. Names said to be 
synonyms of M. Audouini are: Microsporum umbonatum, Micro- 
sporum velveticum, Microsporum villosum, Microsporum pubescens, 
Microsporum tardum and Microsporum tomentosum. 

The following cultures were examined: C. 20, 22, 23, isolated in 
Paris; C. 118, isolated in Boston; L. 775 Langeron, Paris; S. 482 
Sabouraud, Paris. 





20. In the figures denoting the size of the macroconidia the average length, 
width and septation are enclosed in parentheses. The figures in parentheses represent 
the common dimensions ; those outside, the limits. 
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EXPLANATION OF PLATE 2. 


Photomicrographs were taken of material stained in lactophenol cotton blue 
at a magnification of 460. The material was taken from rice cultures. 

Fig. 1—M. canis Bodin. Conidiophores arising singly from the hyphae and 
bearing young macrospores. 

Fig. 2.—M. aurantiacum Conant. The conidiophores of this species are more 
closely clustered than those of M. canis. Young macrospores. 

Fig. 3.—M. equinum (Delacroix and Bodin) Guéguen. Conidiophores clustered, 
dichotomously branched and bearing mature macroconidia. 

Fig. 4.—M. pseudolanosum Conant. Conidiophores sympodially branched and 
scattered along the main axis. Mature macroconidia showing the roughened wall. 

Fig. 5.—M. fulvum Sabouraud. Conidiophores characteristically branching at 
right angles. Thin-walled macroconidia. 

Fig. 6—M. gypseum (Bodin) Guiart and Grigorakis. Conidiophores ascending 
from apical swelling of raquette-like hyphal cells. Thin-walled macroconidia. 

Fig. 7—M. simiae Conant. Long slender conidiophores bearing macroconidia 
the basal cells of which are hyaline and lacking in cell content; the walls later 
break down and free the macroconidia. 

Fig. 8—M. obesum Conant. The conidiophores are short and heavy and bear 
macroconidia which are bluntly rounded at the apex and taper rather quickly to a 
truncate base. 
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II. Microsporum canis Bodin, Les champignons parasites de l’homme, Paris, 
Masson & Cie, 1902, p. 137. 

Microsporum sp. Fox and Blaxall, Brit. J. Dermat. 8:352, 1896. 

Microsporum du chien Bodin and Almy, Rec. de méd. vét. 8:162, 1897. 

Microsporwm Audouini var. canis Bodin, in Besnier, E.; Brocq, L., and 
Jacquet, L.: Pratique dermatologique, Paris, Masson & Cie, 1900, vol, 
1, p. 810. 

Microsporum felineum Mewborn, New York M. J. 76:847, 1902. 

Microsporon canis Nicholas and Lacomme, Ann. de dermat. et syph, 
7:325, 1906. 

Microsporum lanosum Sabouraud, Ann. de dermat. et syph. 8:173, 1907. 

Microsporum caninum Sabouraud, Ann. de dermat. et syph. 9:153, 1908. 

Sabouraudites lanosus Ota and Langeron, Ann. de parasitol. 1:329, 1923, 

Sabouraudites felineus Ota and Langeron, Ann. de parasitol. 1:327, 1923. 

Closterosporia lanosa Grigorakis, Ann. d. sc. nat. bot. 7:411, 1925. 

Closterosporia felinea Grigorakis, Ann. d. sc. not. bot. 7:411, 1925. 


(Illustrations are given in plate 2, figure 1; plate 3, figure 1, and plate 4, 
figures 1 to 16.) 

Colonies on rice after two weeks’ growth matted or cottony, white to “pinkish 
buff,” 21 becoming powdery, the fungus causing a “pinkish buff,” “cinnamon 
buff” to “citron yellow” discoloration of the substratum. Conidiophores at first 
simple, 45—70u long; terminal conidiophore more elongate and up to 180# in 
length, later giving rise by lateral ascending branching to shorter conidiophores, 
hyaline, slender, swelling gradually to the base of the macroconidia, 2—3.5u 
in diameter. Macroconidia 54 (—70— 76) —94u x 14— (16 — 18) —22u; 2— 
(8 —9) —10 septate; fusoid, tapering toward the distal end and to a truncate 
base; surface ornamented with numerous warty to bluntly spinose protrusions; 
walls of the median cells conspicuously thickened; hyaline to light yellow under 
the microscope. Microconidia pyriform; 3—5 x 1.5—2s#; sessile or in short 
sterigmata; pleurogenous; frequently accompanied by long, 5— 10s, lateral pro- 
jections which are isodiametric or slightly expanded at the ends. Nodular bodies 
present on rice, irregular in size. Pectinate hyphae long, recurved and locally 
expanded on the outer surface. Spiraled hyphae forming a simple coil, either 
regularly or irregularly wound. Raquette hyphae numerous. 


This species differs from M. Audouini in its ability to grow and 
produce macroconidia on rice. It differs from all the other species of 
Microsporum in the extreme size of its macroconidia. 

The following cultures were examined: C. 19, 27, 29, 33, isolated 
in Boston; S. 486 Sabouraud, Paris; S. 481, M. felineum, Sabouraud, 
Paris. 


III. Microsporum aurantiacum Conant sp. nev. 

(Illustrations are given in plate 2, figure 2, and plate 5, figures 6 to 9.) 

Coloniae substrato Oryzae coquinatae “cinnamon color,” mycelio aerio sparso 
tarde applanato, mycelio immerso substratum luteum vel “russet” discoloratum; 
conidiophoris primum simplicibus, 35 — 120 « 2— 3.5m, tenuibus et ramulos tenues 


21. Ridgeway, R.: Color Standards and Nom:nclature, Washington, D.C., The 
Author, 1913. The descriptions used are from Ridgeway when colors are in 
quotation marks. 
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acute adscendentes formantibus ; macroconidis 52 — (64— 72) —90u x 15— (18 
19) —22u, 5—(7—8) —11 septatis, ad cellulam terminalem elongatam et ad 
cellulam basilarem angustam truncatamque fastigatis, superficie processis numerosis 
tuberculiformibus vel spiniformibus ornata, parietibus cellularum mediarum con- 
spicuiter incrassatis, sub lente luteis vel rubiginosis; microconidiis 3.5—6 x 2 
_3.5u, ovoideis vel piriformibus, pleurogenis vel acrogenis ad ramulos breves, 
sterigmates tenues vel sessiles productis; corpusculis nodulosis praesentis; hyphis 
pectinatis et hyphis spiralis defectis. 

Colonies on rice “cinnamon color,” with sparse aerial mycelium which becomes 
matted, the fungus causing a yellow to “russet” discoloration of the substratum. 
Conidiophores at first simple; 35 —120# long, 2 —3.5u in diameter; slender 
and giving rise at an acute angle to ascending branches terminated by macroconidia. 
Macroconidia 52 — (64— 72) —904 x 15 — (18 — 19) —22u; 5— (7—8) —ll 
septate; tapering to the elongate apical cell and tapering toward the narrow basal 
cell, which is truncate; surface ornamented, especially at the terminal cells, with 
warty to bluntly spinose protrusions; walls of the median cells conspicuously 
thickened ; orange or rust colored microscopically. Microconidia 3.5 —6 x 2— 3.5u; 
ovoid to pyriform; pleurogenous or acrogenous on short lateral branches; sessile 
or on slender sterigmata. Nodular bodies present on Sabouraud’s dextrose agar ; 
relatively large although irregular in size. Pectinate hyphae absent. Spiral hyphae 
absent. Raquette hyphae very numerous. 


The macroconidia of this species approximate in size those of 
M. canis. The species, however, differs from M. canis in that the 
mycelium of the cultures is “cinnamon color” and the macroconidia are 
deeply orange to rust when seen under the microscope. 

The following culture was examined: C. 43, isolated from the scalp 
of a boy (communicated by Dr. E. M. Rockwood, Boston). 


IV. Microsporum equinum (Delacroix and Bodin) Guéguen, Les champig- 
nons parasites de l"homme et des animaux, Thése de Paris, 1904, p. 144. 
Microsporum Audouini var equinum Delacroix and Bodin, Les teignes 
tondantes du cheval et leurs inoculations humaines, Thése de Paris, no. 
255, 1896, p. 41. 
Sabouraudites equinus Ota and Langeron, Ann. de parasitol. 1:329, 1923. 


(Illustrations are given in plate 2, figure 3; plate 3, figure 3, and plate 5, 
figures 1 to 5.) 

Colonies on rice short, cottony, “pale pinkish buff” to “pinkish buff,” later 
becoming powdery from the macroconidia, the fungus causing a “cinnamon buff” 
discoloration of the substratum. Conidiophores 20— 40 « 2.5 —4u, at first simple 
but soon giving rise to branches, later becoming subdichotomously or dendroidally 
branched so that the macroconidia are borne in large clusters. Macroconidia 
48 — (62 —66) —76u xX 3— (16—17) —20u; 4— (8 —9) — 11 septate; fusoid 
to broadly fusoid; sharply tapering toward either end; terminal cell rounded and 
narrow; basal cell tapering and truncate; surface sparsely ornamented with 
slender wartlike protrusions generally confined to the apical cell; walls of the 
median cells conspicuously thickened; hyaline to yellowish under the microscope. 
Microconidia 3—3.5 & 1.5—2u; sessile or on slender sterigmata accompanied 
by long slender 6—9 X 1.5— 2 branches. Nodular bodies not observed on rice 
cultures but present on Sabouraud’s dextrose agar. Pectinate hyphae absent. 
Spiraled hyphae present. Chlamydospores formed in abundance. 
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EXPLANATION OF PLATE 3 


The photomicrographs were taken from material stained in lactophenol cotton 
blue at a magnification of 460. The material was taken from rice cultures. This 
material was taken from older cultures and may be compared with the figures 
of plate 2. 

Fig. 1—M. canis Bodin. Macroconidia and spiraled hyphae from a month old 
culture. 

Fig. 2—M. fulvum Sabouraud. Peculiar clustered hyphae found in forty day 
old cultures. The hyphae are short and branched at right angles and are many 
septate. 

Fig. 3—M. equinum (Delacroix and Bodin) Guéguen. This shows spiraled 
hyphae and the characteristic short-celled stout conidiophores. 

Fig. 4—M. pseudolanosum Conant. This shows characteristic irregularly 
branched and knobbed hyphae. From a month old culture. 

Fig. 5—M. fulvum Sabouraud. Proliferating spiraled hyphae typical of the 
species when it is growing on rice. From a forty day old culture. 

Fig. 6—M. gypseum (Bodin) Guiart and Grigorakis. A single loosely spiraled 
hypha and mature macroconidia. From a forty day old culture. 

Fig. 7.—M. simiae Conant. This shows old conidiophores which have repeatedly 
branched, have become stout and have lost their flexuous appearance. One month 
old culture. 

Fig. 8—M. obesum Conant. Long loosely coiled spiraled hyprae .rom a month 
old culture. 
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EXPLANATION OF PLATES 4 AND 5 


The drawings were made with the aid of a camera lucida and for the most 
part from material taken from rice and mounted in lactophenol cotton blue: al] 
the figures are of the same magnification, the original drawings being magnified 
1,000 times. The present plates are reduced to a magnification of approximately 


400. 
PLaTeE 4 


FIGS 1 TO 16.—M. CANIS BODIN 

Fig. 1—Conidiophores much branched from apical swollen portion of cells, 
This type of growth occurred in three weeks in a Van Tieghem cell culture on 
3 per cent peptone conservation agar. 

Figs. 2 and 4.—Simple conidiophores produced laterally on the hyphae. Typical 
growth on rice. 

Fig. 3—Spiraled hypha and macroconidium produced on rice. 

Fig. 5.—Abcrtive macroconidium produced on rice. Club-shaped, warted struc- 
tures such as this are frequently encountered. 

Fig. 6.—Macroconidium which lost its contents except for two cells which have 
rounded up. The large one has started to germinate in situ. Seen in rice cultures, 

Fig. 7.—Microconidia from rice cultures; borne laterally, sessile, on short 
sterigmata. 

Fig. 8—Spiraled hypha borne laterally from the mycelium; observed in rice 
culture. 

Fig. 9—Raquette cells; hypha with cells the distal ends of which have become 
swollen. Observed both on agar and on rice cultures. 

Fig. 10.—Anastomosing hyphae; a condition frequently encountered when Van 
Tieghem cell preparations are studied. 

Fig. 11.—Lateral branch coiling around hypha. Seen in rice cultures. 

Fig. 12—Young nodular body from rice culture. 

Fig. 13—Pectinate hypha with swollen dentate projections; recurved structure. 
Occurred on rice culture. 

Fig. 14.—Microconidia germinating. Short germ tubes occurring on dextrose 
agar after eighteen hours. 

Fig. 15—Macroconidium germinating from the terminal cells occurfing on 
dextrose agar after twenty-three hours. 

Fig. 16.—Conidiophore growing through a macroconidium which has lost its 
content. Seen on rice culture. 
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PLaTE 5 


FIGS. 1 TO 5.—M. EQUINUM (DELACROIX AND BODIN) GU&GUEN 
DRAWN FROM RICE CULTURES 

Fig. 1—Conidiophores subdichotomously branched, having macroconidia clusters, 
Characteristic of the species. 

Fig. 2—Young conidiophores branching twice and borne laterally from the 
hypha. 

Fig. 3.—Microconidia borne laterally and sessile. 

Fig. 4.—Spiraled hypha laterally borne. 

Fig. 5.—Intercalary chlamydospore. The hyphal cells of old cultures round up 
to form numerous chlamydospores. 

FIGS. 6 TO 9.—M. AURANTIACUM CONANT 


Fig. 6.—Microconidia borne laterally, sessile, on short sterigmata. From rice 
culture. 

Fig. 7.—Slender, attenuated conidiophores terminated by macroconidia. From 
rice culture. 

Fig. 8.—Nodular body of twisted, intertwined hyphae. From dextrose medium. 

Fig. 9—Short lateral branch with shorter projections which become entangled 
to form a nodular body. From dextrose medium. 

FIGS. 10 TO 16.—M. PSEUDOLANOSUM CONANT 

Fig. 10—Numerous lateral conidiophores being produced on hyphal branch 
terminated by macroconidia. From rice culture. 

Figs. 11 and 12.—Conidiophores becoming branched in old cultures on rice. 

Figs. 13 and 16.—Microconidia borne laterally, sessile, on short sterigmata. 
From rice culture. 

Fig. 14.—Short hyphal recurring branches at the septums of short, thick cells. 
Observed on peptone conservation medium. 

Fig. 15.—Irregularly branched and irregularly swollen hyphae observed in old 
rice cultures. 
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The smaller size of the macroconidia distinguishes this species from 
M. canis; lack of the deep coloration distinguishes it from M. 
aurantiacum, while the richly branching conidiospores separate it from 
M. pseudolanosum. Another character which separates this from all 
the species studied is the abundance of intercalary chlamydospores 
(plate 5, fig. 5). 

The following cultures were examined: C. 50, Baarn, Netherlands: 
A. 485, Sabouraud, Paris. 


V. Microsporum pseudolanosum Conant, sp. nov. 

(Illustrations are given in plate 2, figure 4; plate 3, figure 4, and plate 5. 
figures 10 to 16.) 

Coloniae in substrato Oryzae coquinatae parcae, gossypinae, albidae, deinde 
pulverulentae, “pinkish buff,” fungus fundamentum “cinnamon buff” faciendus: 
conidiophoris 20 — 40 « 2 — 3.5m, primum simplicibus deinde lateraliter ramosis 
et ad apices conidia formatibus; macroconidiis 46— (64— 68) — 80z « 12~ 
(16 — 20) —22u, 2— (6—8) —10 septatis, tenuibus fusoideis lenterque ad cel- 
lulam extremam obtuse rotundatis et cellulam basilarem fastigatis, superficie praeter 
cellulis terminalibus parce ornatis, parietibus cellularum mediarum conspicuiter 
incrassatis, hyalinis vel dilute luteis sub lente; microconidiis piriformibus vel 
elongato-ellipsoideis, 3 — 4 & 1.5— 2 plerumque sessilibus; corpusculis nodulosis 
non visis; hyphis pectinatis irregulariter et inflatis; hyphis spiralis defectis. 

Growth on rice at first sparse, whitish, cottony, later becoming matted, powdery 
and “pinkish buff,” the fungus causing a “cinnamon buff” discoloration of the 
substratum. Conidiophores 20— 40 «2—3.5u, at first simple at the end of the 
hyphae, later giving rise to numerous lateral conidiophores, which in turn may 
bear macroconidia; not dendroidally or subdichotomously branched as in the pre- 
ceding species. Macroconidia 46 — (64— 68) — 80u x 12 — (16 — 20) --22u;2- 
(6— 8) —10 septate; slender and fusoid, tapering slightly to the bluntly rounded 
apical cell and the truncate basal cell; surface sparsely ornamented except for the 
terminal cells; walls of the median cells conspicuously thickened; hyaline to 
dilute yellowish microscopically. Microconidia 3—4X1.5—2; pyriform to 
elongate ellipsoid; usually sessile. Nodular bodies absent. Pectinate hyphae rep- 
resented by irregularly branched and expanded mycelium. Spiraled hyphae absent. 


This species differs from the others in the seemingly sympodial 
type of branching and from M. equinum in the somewhat narrower 
macroconidia. The irregularly branched modifications of the pectinate 
hyphae are abundant on rice and differ from the same type of body 
observed in other species (plate 5, fig. 15). Another characteristic 
growth but one which is observed only on the conservation medium is 
shown in plate 5, figure 14. These short, pointed, curved branches are 
given off the intramatrical mycelium and were not observed in the 
other species. 

The following culture was examined: C. 42, isolated from the hand 
of a man (communicated by Dr. E. M. Rockwood, Boston). 


VI. Microsporum simiae Conant, sp. nov. 
(Illustrations are given in plate 2, figure 7; plate 3, figure 7, and plate 7. 
figures 13 to 23.) 
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Coloniae in substrato Oryzae coquinatae stratum pulverulentum “light buff” 
formantes, mycelio aerio albido gossypino obtecto; conidiophoris 60— 80" x 2 
_25« deinde 30—40u X 2—3, primum tenuibus simplicibusque tarde laxe 
ramosis demum crassioribus dense ramosis, cellulis terminalibus obconicis primum 
2—2.5« diametro deinde usque 4—5.5 dilatatis hyalinisque; macroconidiis 
48 (54—58).— 76" x 14— (16) — 204, 5— (7) —9 septatis, ad cellulam angus- 
tam terminalem et ad cellulam basilarem crassiorem truncatam fastigatis, parietibus 
cellularum mediarum conspicuiter incrassatis, hyalinis vel dilute luteis, superficies 
processis verrucosis paucis ornatis; microconidiis 4—6 x 1.54, in ramis tenuibus 
sporoideis usque 10# longitudine formatis ; corpusculis nodulosis at hyphis pectinatis 
spiralibusque defectis. 

Colonies on rice of loose white cottony aerial mycelium which conceals a “light 
buff” powdery layer of macroconidia above the substratum. Conidiophores 60— 
80u X 2—2.5u in young cultures, later 30 — 40" X 2— 3m; at first slender, flexuous 
and simple but later loosely branching; in older cultures stouter and closely 
branched; terminal cell of the conidiophores in young cultures obconic and enlarg- 
ing from 2—2.5« to 4—5.5 in diameter, becoming hyaline and devoid of 
content as the macroconidia reach maturity. Macroconidia 48— (54— 58) — 76u 
x 14— (16) —20#; 5—(7) —9 septate; conspicuously tapering toward the 
arrow apical cell and the broader truncate basal cell; walls conspicuously 
thickened at the median cells; externally sparsely ornamented by scattered wartlike 
protrusions, which are more abundant on the terminal cells; color hyaline to dilute 
yellowish under the microscope. Microconidia 4— 6 X 1.54; borne on short slender 
branches that reach a length of 10. Nodular bodies not observed. Pectinate 
hyphae absent or represented by irregular closely branched mycelium. Intercalary 
chlamydospores spherical and often numerous on a single hypha. Spiraled hyphae 


absent. 


The size of the macroconidia of this species, being much smaller, 
distinguishes this fungus from all the preceding species. The con- 
spicuous tapering of the macroconidia at both the apical and the basal 
cells distinguishes this species from the following fungus, M. obesum. 
A unique and characteristic feature observed in this species is the 
hyaline obconic disjunctor cell (plate 7, fig. 18) formed at the base of 
the macroconidia. 

The following culture was examined: C. 80, isolated from a monkey 
(communicated by Dr. C. W. Emmons, New York). 


VII. Microsporum obesum Conant, sp. nov. 


(Illustrations are given in plate 2, figure 8; plate 3, figure 8, and plate 7, 
figures 1 to 12.) 

Coloniae in substrato Oryzae coquinatae appressae, mycelio primum albido 
deinde “cartridge buff” pulverulentisque, fungus substratum “cream buff” facen- 
dus; conidiophoris 10— 40 longitudine, infra 2—2.5« diametro apicibus usque 
5“ diametro dilatatis (in culto vetusto conidiophoris latioribus [5« diam.] 
brevioribusque) ; macroconidiis 38— (48 — 56) —76u x 12— (16 — 18) —29, 
4— (6— 7) —11 septatis, anguste obovatis utrinque verruculosis, medio sublevibus 
plerumque cellularis terminalibus obtuse rotundatis cellularis basilaris truncatis, 
parietibus cellularum mediarum conspicuiter incrassatis, hyalinis vel dilute luteis 
sub lente; microconidiis 2— 5  1.5—2.5u aut sessilibus aut ad sterigmata tenues 
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EXPLANATION OF PLATE 6 
FIGS. 1 TO 11.—M. FULVUM SABOURAUD 

Fig. 1.—Conidiophores branching at right angles from simple conidiophore. 
Macroconidia clustered. From rice culture. 

Fig. 2—Young infrequently branched conidiophore having two mature macro- 
conidia and one immature macroconidium. From rice culture. 

Figs. 3 and 4.—Microconidia borne laterally, sessile, on short sterigmata. From 
rice culture. 

Fig. 5.—Proliferating spirals seen in old rice cultures. 

Fig. 6.—Short-celled, peculiarly branched hypha observed in old rice cultures, 

Fig. 7.—Intercalary chlamydospore. 

Fig. 8.—Raquette cells formed by the swelling of the distal ends of the cells, 
These swollen portions may later become rounded, lay down a septum and become 
chlamydospores. From dextrose medium. 

Fig. 9—Germinating macroconidium. In this species the macroconidia germ- 
inate not only from the terminal cells but from their central cells. Six hour growth 
on dextrose medium. 

Fig. 10—Nodular body formed laterally in the hypha. From dextrose medium. 

Fig. 11—Short lateral branches, seen in actively growing Van Tieghem cultures 
on dextrose medium. One branch shows anastomosis. 


FIGS. 12 TO 20.—M. GYPSEUM (BODIN) GUIART AND GRIGORAKIS 


Fig. 12—Sporophores ascending swollen raquette-like cells. Macroconidia 
clustered. From rice cultures. 


Fig. 13.—Loosely coiled spiral hypha from rice culture. 

Fig. 14.—Slightly coiled sharply pointed hyphae observed in old rice cultures. 

Fig. 15—Short lateral branch with irregular projections seen on dextrose 
medium. 

Fig. 16—Germinating macroconidia, six hour growth on dextrose medium. 
As in M. fulvum these macroconidia may germinate from any cell. 

Fig. 17—Nodular body produced laterally on the hypha. From dextrose 
medium. 

Fig. 18.—Raquette cells the swollen terminal portions of which are form- 
ing chlamydospores. From dextrose medium. 

Fig. 19.—Microconidia borne laterally and sessile on the hypha. From rice 
culture. 

Fig. 20.—Raquette cells branching at their swollen distal ends. Seen on dex- 
trese medium. 
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EXPLANATION OF PLATE 7 
FIGS. 1 TO 12.—M. OBESUM CONANT 
Fig. 1—Simple, laterally borne conidiophores, bearing bluntly round macro- 
conidia. From rice culture. 
Fig. 2—Conidiophores from old rice cultures, greatly expanded, giving off 
secondary conidiophores. 
Fig. 3—Branch conidiophore from old rice culture. 
Fig. 4—Short conidiophore terminated by bluntly rounded macroconidia. From 
rice culture. 
Fig. 5.—Germinating microconidia; twenty-six hour growth on dextrose 
medium. 
Fig. 6.—Short-celled spiraled hypha seen in old rice cultures. 
Fig. 7.—Intercalary chlamydospore. From rice culture. 
Fig. 8.—Loosely coiled spiraled hypha borne laterally from the mycelium. From 
rice culture. 
Figs. 9 and i0.—Raquette cells of varying lengths observed in rice cultures. 
Figs. 11 and 12.—Microconidia borne laterally from the hyphae, sessile or on 
short sterigmata, or borne laterally from short projections. 


FIGS. 13 TO 23.—M. SIMIAE CONANT 
Fig. 13.—Irregularly branched, swollen hyphae seen in young cultures in Van 


Tieghem cells on dextrose medium. 

Fig. 14—Germinating microconidium; twenty-six hour growth on dextrose 
medium. 

Figs. 15 and 16.—Intercalary chlamydospores seen in rice cultures. 

Fig. 17.—Short-celled raquette cells seen in rice cultures. 

Fig. 18.—Slender, flexuous conidiophores with terminal cell devoid of content. 
The cells break down, freeing the macroconidia. From rice culture. 

Fig. 19.—Laterally produced conidiophores; one bearing an immature macro- 
conidium. From rice culture. 

Fig. 20.—Slender, irregularly swollen hyphae as lateral outgrowths from the 
hypha. From rice culture. 

Fig. 21.—Long slender microconidia spores borne laterally on the hypha. From 
rice cultures. 

Fig. 22.—Simple conidiophore which has begun to branch. From rice culture. 

Fig. 23.—Stout conidiophores proliferating from hyphae. Seen in old rice 
cultures. 
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vel pleurogenis ad ramos tenues laterales productis ; hyphis simplicibus laxe irregy- 
lariterque in spiram glomeratus; corpusculis nodulosis et hyphis pectinatis defectis, 

Colonies on rice appressed, of close-growing whitish mycelium which later 
becomes powdery and “cartridge buff,” the fungus causing a “cream buff” to 
“citron yellow” discoloration of the substratum. Conidiophores 10 — 40 « 2— 25, 
below, expanding upward to 5; arising as lateral branches of the mycelium: jn 
older cultures becoming much coarser (5# in diameter) and shorter. Macroconidia 
38 — (48 — 56) — 78 x 12 — (16— 18) — 204; 4+— (6 —7) —11 septate: nar- 
rowly obovate; usually bluntly rounded at the apical cell; round and tapering to 
the truncate basal cell; warts chiefly confined to the extremities; walls of the 
median cells conspicuously thickened; hyaline to dilute yellowish under the micro- 
scope, Microconidia 2—5 x 1.5—2.5u; sessile; on slender sterigmata or pleurog- 
enous on short slender lateral branches. Spiraled hyphae on rice, simple, loosely 
and irregularly coiled. Nodular bodies absent. Pectinate hyphae absent. Inter- 
calary chlamydospores infrequent. 


This species is distinguished from M. simiae by the bluntly rounded 
apical cell of the macroconidia which are present in M. obesum; the 
conidiophores are much shorter in M. obesum and not as flexuous, and 
this species lacks the obconic hyaline cell at the base of the macro- 


conidia observed in M. simiae. 
The following culture was examined: C. 40, isolated from the scalp 
of a boy (communicated by Dr. E. M. Rockwood, Boston). 


VIII. Microsporum fulvum Sabouraud, Maladies du cuir chevalu, Paris, 
Masson & Cie, 1910, vol. 3, p. 241.22 


Sabouraudites fulvus Ota and Langeron, Ann. de parasitol. 1:329, 1923. 
Closterosporia fulva Grigorakis, Ann. d. sc. nat. bot. 7:411, 1925. 

(Illustrations are given in plate 2, figure 5; plate 3, figures 2 and 5, and plate 
6, figures 1 to 11.) 

Colonies on rice represented at first by coarse white cottony growth, mycelium 
later becoming matted and powdery with “pale ochraceous buff” areas, the fungus 
causing a “pinkish buff” discoloration of the substratum. Conidiophores at first 
relatively simple, later becoming much branched, the branches arising at right 
angles; primary conidiophores up to 130 » long, secondary conidiophores 12 — 49 
<x 2—3.5u, becoming slightly expanded toward the apex. Macroconidia 28— 
(38 — 40) — 56u xk 8 — (10) — 14u; 3— (5) —6 septate; elongate and ellipsoid; 
truncate at the base; surface ornamented uniformly with numerous warty pro- 
trusions; wall uniformly thin; yellowish under the microscope. Microconidia 
3.5—5.5 X 2—3.5u; sessile or on short slender sterigmata. Pectinate hyphae 
present on Sabouraud’s agar to which various sugars have been added. Spiraled 
hyphae loosely coiled, simple or proliferating. Chlamydospores formed in the 
intramatrical mycelium and of varying size. Nodular bodies formed on Sabouraud’s 


agars. 


22. The citation usually given for this species could not be located, i. ¢. 
(Uriburu, J. V.: Contribucion al studio de las tinas eu Buenos Aires, Argent. 
med., nos. 42, 43 and 44, 1909, pp. 241, 258 and 260). The fungus was studied 
and described by Sabouraud, however, and considered a new species in his book 
“Les teignes,” of 1910. It is to this description that I have referred in preparing 


this article. 
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This species and M. gypseum are both characterized by the uniformly 
thin walls of their macroconidia. M. fulvum, however, may be dis- 
tinguished from M. gypseum by slightly smaller macroconidia, by the 
branching of the conidiophores, which arise almost at right angles, and 
by the proliferating spiraled hyphae. 

The following cultures were examined: C. 24, originally from 
Germany (communicated by Dr. E. M. Rockwood, Boston); S. 483, 
Sabouraud, Paris. 


IX. Microsporum gypseum (Bodin) Guiart and Grigorakis, Lyon méd. 
141:377, 1928. 

Achorion gypseum Bodin, Ann. de dermat. et syph. 8:588, 1907. 
Sabouraudites gypseus Ota and Langeron, Ann. de parasitol. 1:328, 1923. 
Closterosporia gypsea Grigorakis, Ann. de sc. nat. bot. 7:411, 1925. 

(Illustrations are given in plate 2, figure 6; plate 3, figure 6, and plate 6, 
figures 12 to 20.) 

Colonies on rice a dense powdery “light pinkish cinnamon” to “pale cinnamon 
pink” with cottony mycelium at periphery. Conidiophores 25—50 x 2—2.5u; 
isodiametric or slightly expanded at the apex; at first simple, later branching, 
the branches arising at an acute angle from the smaller raquette-like terminal 
part of the cell. Macroconidia 34— (44— 46) — 54u x 8— (10 — 12) — 14x; 
3— (5) —6 septate; ellipsoid to elongate ellipsoid, rounded and tapering toward 
both ends; basal cell truncate; surface ornamented uniformly with numerous 
warty protrusions; wall uniformly thin; yellowish under the microscope. Micro- 
conidia 3.5—5.5 &* 1.5 —2s; sessile or on short slender sterigmata. Pectinate 
hyphae present on rice. Spiraled hyphae in loose coils; not proliferating as in the 
preceding species. Chlamydospores present although not numerous. Nodular bodies 
formed on Sabouraud’s dextrose or maltose medium. 


From M. fulvum, to which it is closely allied, this species may be 
distinguished by the simple coils, the slightly larger macroconidia and 
the branching of the conidiophores. The two may seem to be only 
strains, but the clearcut spore curves of the macroconidia of M. gypseum 
and M. fulvum indicate that two distinct species must be considered. 

The following cultures were examined: C. 12, isolated in Boston 
(communicated by Dr. E. M. Rockwood); C. 12a, isolated in Boston 
(communicated by Dr. E. M. Rockwood); S. 480, Sabouraud, Paris; 
S. 474, Sabouraud, Paris (Brazilian strain) ; L. 365, Langeron, Paris. 


SUMMARY AND CONCLUSIONS 


A detailed study of nine representative species of the genus Micro- 
sporum is presented. 

Morphologic characters essential for the recognition of species. were 
obtained from cultures on polished rice. 

The most important criterion for specific differentiation proved to 
be the macroconidia (fuseaux) obtained in culture. These are charac- 
terized according to size, shape and character of the wall and color. 
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Additional features, such as arrangement of the conidiophores, size 
and character of the conidiophores and methods by which the macro- 
conidia are borne, are noted and taken into consideration for a clear 
definition of species. 

A key to the species is presented to make possible a convenient and 
easy identification of the forms studied. 

For each of the species, the distinguishing structural features are 
illustrated, both to present visually the characteristics of each species 
and to facilitate comparison of the several species considered with each 
other and with additional species which may be studied in the future. 
Four new species, M. aurantiacum, M. pseudolanosum, M. simiae and 
M. obesum, are described, and Latin descriptions are given. 


Dr. David H. Linder and Prof. William H. Weston helped in the preparation 
of the manuscript. Dr. F. A. Wolf heiped in its correction, and several other 
persons furnished cultures for study. 





SECONDARY MACULAR ATROPHY 


A STUDY QF TWELVE CASES OCCURRING IN CONNECTION WITH 
VARIOUS DISORDERS, WITH CONSIDERATION OF THE 
PATHOLOGIC RELATIONSHIPS 


RALPH H. SCULL, M.D. 
CHICAGO 
AND 

RUBEN NOMLAND, M.D. 


IOWA CITY 


The atrophic lesion of macular atrophy presents much the same 
appearance whether it is of the primary or of the secondary type. It 
is usually oval, follows the lines of cleavage of the skin, bulges spon- 
taneously or bulges and wrinkles when the skin is made lax, causes no 


subjective symptoms, is usually paler than the surrounding skin, shows 
a preference for certain regions of the body—particularly the trunk— 
and gives to the palpating finger the same sensation as does a hernial 


orifice. 

In all cases the essential pathologic feature is the destruction of the 
elastica of the upper portion of the dermis. Associated with this 
there is evidence of a destructive inflammatory infiltrate in the early 
stages, but little or no inflammation is present in the late, atrophic, 
stages. Atrophy of the epidermis is purely incidental. 

Much of the literature on macular atrophy deals with classification 
into primary and secondary types. When no disease, such as syphilis, 
lupus erythematosus, tuberculosis or leprosy, can be found to explain 
the condition, it is reported as idiopathic, and attempts are made to 
classify it as anetoderma erythematosum of Jadassohn' or as multiple 
benign tumor-like growths of Schweninger and Buzzi.* 

We shall not consider primary macular atrophy to any great extent, 
but from a clinical and pathologic study of twelve cases of secondary 
macular atrophy we believe we can show that secondary macular 
atrophy, irrespective of the causative disease, can be explained on a 


From the Department of Dermatology of Rush Medical College, University of 
Chicago, . 

1. Jadassohn, J.: Ueber eine eigenartige Form von Atrophia maculosa cutis, 
Arch, f. Dermat. u. Syph. 24:342, 1892. 

2. Schweninger, E., and Buzzi, F.: Multiple Benign Tumor-Like New 
Growths of the Skin, in Internationaler Atlas von seltener Hautkrankheiten, 
Leipzig, L. Voss, 1891, plate 15. 
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relatively simple basis: that the lesion is subsequent to a subclinical 
inflammatory infiltrate which has destroyed the elastica and probably 
other tissue. 

The disorders associated with the secondary macular atrophy ip 
eleven of these twelve cases were as follows: syphilis in seven, lupus 
erythematosus in two and acrodermatitis chronica atrophicans in two, 
In one case the associated disease was unknown. 

We realize that the diseases accompanying macular atrophy have 
no etiologic relationships or objective similarities. No one, as far as 
we know, has tried to explain why macular atrophy occurs in con- 
nection with such apparently unrelated diseases, but we believe that 
they all have one factor in common which explains why secondary macu- 
lar atrophy may occur in all as an associated finding. The factor which 
is common to all these disorders and which explains the macular atrophy 
is that pathologically the predominant factor in each is an inflammatory 
infiltrate in the cutis that gives rise to the usual clinical lesion, 
Under circumstances not yet clear this inflammation may be sub- 
clinical but still give rise to damage to the tissue that is later evidenced 
as macular atrophy. 

To support the belief stated the following contentions would have 
to be substantiated in the macular atrophic lesions: First, they should 
not be preceded by the usual lesions of the associated disorder in the 
areas affected by the atrophy; second, early or progressing lesions 
should show an inflammatory infiltrate more or less characteristic of 
the causative disorder, and third, all old or inactive lesions of secondary 
macular atrophy should be essentially the same and show disappearance 
of the elastic tissue and little or no residual inflammation. Each of 
our cases supports to some extent one or more of these three con- 
tentions. 

No attempt will be made to review the literature, as that has recently 
been done,* and only a few references pertinent to the present cases 
will be cited. 

Syphilis is by far the most common cause of macular atrophy, and 
a good bit of the discussion centers about the question whether the 
atrophic lesions are secondary to visible cutaneous syphilitic lesions. 
We can answer that in the negative, as in two of the cases that we 
observed no syphilitic lesion preceded the development of atrophic 
macules. In three others, active late cutaneous syphilis was present, 
independent of the macular atrophy. 


3. Chargin, L., and Silver, H.: Macular Atrophy of the Skin, Arch. Dermat. 
& Syph. 24:614 (Oct.) 1931. Silver, H., and Chargin, L.: Syphilis and Macular 
Atrophy, Urol. & Cutan. Rev. 87:395 (June) 1933. 
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MACULAR ATROPHY SYPHILIS 





\\wo distinct clinical types of macular atrophy were observed in 
even cases of macular atrophy associated with syphilis. The first 


our 
and more common consisted of only a few—seldom more than thirty— 
scattered asymmetrical atrophic lesions, chiefly on the trunk. The 
second consisted of disseminated symmetrical and less clearcut bulging 
lesions, most numerous on the back and present in the areas involved 


in typical pityriasis rosea. 


The seven cases of macular atrophy occurred in association with 
the following types of syphilis, respectively: secondary, one; early 
latent, one; latent, one; late nodular cutaneous, three, and congenital, 


one. 


Case 1.—IIlustrative of the 'type with few macular atrophic lesions was the 
condition of a woman aged 30 who presented large split papules at the angles 
of the mouth and large condylomas of the anus. The lesions had been present 
for five and twelve months, respectively. The dark field examination showed 
Spirochaeta pallida, and a Wassermann test gave strongly positive results. 

On the abdomen and the back there were about six macular atrophic lesions 
which the patient had not noticed. They were soft, round or oval, bulging and light 
colored; they herniated on pressure and showed fine wrinkling when the tension 
of the skin was relaxed. 

A specimen for biopsy was taken from one of the atrophic lesions. It showed 
a marked infiltration of round and plasma cells about the blood vessels, especially 
in the papillary and subpapillary regions. In a few areas endothelial prolifera- 
tion and evidence of probable closure of the deeper vessels were seen. Where 
the infiltrate was most marked and typically syphilitic, the elastic tissue of the 
region was destroyed (fig. 1). The destruction was in a wedge-shaped area, 
with the base of the triangle resting on the epidermis. The epidermis appeared 
to be thinned. 

After three months of treatment with bismuth and neoarsphenamine a second 
biopsy specimen was taken from an atrophic lesion. The inflammatory infiltrate 
had disappeared almost completely, but the elastic tissue was absent in the papillary 
and subpapillary regions. The deeper fibers ran parallel to the surface. The 
epidermis was not especially atrophic. There was not the wedge-shaped loss of 
elastica which appeared in the previous section. 


This case is a perfect illustration of the three contentions which, 
we believe, hold in all cases of secondary macular atrophy. There 
were no clinical lesions of syphilis in the atrophic areas. The first 
biopsy showed the active phase of the macular atrophy with the inflam- 
matory infiltrate and vascular changes characteristic of syphilis and 
destruction of the elastic tissue. The second biopsy demonstrated the 
late phases, showing the changes present in almost all the late secondary 
atrophic lesions. 


Case 2—A Negress aged 29 presented about twenty lesions on the back 
and on the sides of the trunk. The eruption consisted of convex tumor-like 

















812. ARCHIVES OF DERMATOLOGY AND SYPHILOLOG) 


soft round or oval lesions that followed the lines of cleavage of the ski: The 
diameter of the lesions varied from 0.5 to 2.5 cm. The color was that of normal 
Negro skin or lighter, and fine wrinkling was seen when the skin was re laxed. 
The history given by the patient was suggestive of inadequately treated sec: indary 
syphilis seven years before. The atrophic lesions had begun to appear shortly 
after that time; and new ones appeared from time to time while the older 
ones enlarged. Except for a strongly positive Wassermann reaction no evidence 
of syphilis was found. 

Biopsy of an atrophic lesion showed felting of the papillary and subpapillary 
tissue with loss of elastica in this area and irregular loss, thickening and frag. 














Fig. 1 (case 1).—Early macular atrophy in secondary syphilis. The elastic 
tissue is being destroyed by a perivascular infiltration of round and plasma cells. 
This represents the active microscopic phase of secondary macular atrophy. Acid 


crcein and hematoxylin; 120. 


mentation of the elastic tissue in deeper regions. The epidermis was atrophic, 
but there was no inflammatory change. 

Case 3.—A boy aged 10 years, with practically no stigmas of congenital 
syphilis, presented an eruption which was first noted when he was 3 years old. 
The lesions involved progressively the buttocks, and the lumbar and inguinal 
regions (fig. 2) and totaled about thirty. They were round or oval, soft and 
tumor-like because of the ballooning of the atrophic areas of skin. They were 
lighter than the normal skin, asymptomatic and noninflammatory and measured 
from 0.5 to 3 cm. in diameter. 
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rhe Wassermann and Kahn reactions were strongly positive. The mother and 
iblings reacted positively to Wassermann tests, but two younger siblings 


two 
egative reactions. None of these persons presented objective signs of 


had 
congenital syphilis. 

Except that there was a moderate infiltration of round cells about the capil- 
laries of the upper portion of the cutis, the changes in elastic tissue were almost 
identical with those in case 2. 

In cases 1 and 2 the pattern and type of the lesions were much 
the same as those shown in figure 2 (case 3). 

In cases 4 and 5 the manifestations differed in that the macular 
lesions were more numerous, involving the skin of most of the trunk, 
and that each individual lesion was less cleancut and was scarcely visible 
when the skin was taut. 








Fig. 2 (case 3).—Old macular atrophic areas in a Negro boy with congenital 
syphilis. He had similar lesions on the sides of the trunk and in the groins. 
(In cases 1 and 2 the distribution and number of lesions were similar to those in 
this illustration. ) 


Case 4—A man aged 40 showed no sign of syphilis except a strongly posi- 
tive Wassermann reaction. His wife stated that the atrophic lesions were first 
noted four years before and had not changed since. 

On his chest, sides and back were innumerable bulging oval areas from 
1 to 3 cm. in diameter. The long axes followed the lines of cleavage of the 
skin. The appearance of the back was similar to that in figure 3, but the lesions 
were less clearcut and more numerous, " 

Biopsy of one of the atrophic lesions showed a picture slightly different 
from those in previous cases. There was considerable perivascular infiltration 
of round cells in the papillary and subpapillary areas, and some was observed in 
the deeper layers of the cutis. The elastica of the papillary layer was largely 
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intact except where the infiltrate was most marked. In the deeper portion of 
the cutis were irregular areas in which the elastic fibers were absent, thickened, 
fragmented and splintered. 


In this case there was pathologic evidence that the process was stil] 
active and that the elastic tissue was still being destroyed. In addition, 
there was destruction of the elastica in the deeper portion of the 
tissue. This was not present in the first three cases. 














Fig. 3 (case 5).—Old disseminated macular atrophic lesions on the back of a 
woman with latent syphilis. Lesions were present on the sides of the trunk, on the 
chest and on the upper portions of the arms, In case 4 the lesions were almost 
identical. (In cases 6 and 7 the eruption resembled this to some extent, but the 
lesions were less numerous and widespread.) 


Case 5.—A woman aged 38 presented annular superficial nodular lesions 
on the forearm and on the back (fig. 3). These healed rapidly as a result of 
antisyphilitic treatment. The patient’s Wassermann reaction was strongly positive. 

The patient was unaware of, or had paid no attention to, the macular atrophic 
lesions, which consisted of innumerable bulging oval lesions on the back, sides 
and chest. As in the previous case, when the skin was stretched the lesions 
practically disappeared. 
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liopsy of one of the bulging lesions showed practically complete absence 
of the elastic tissue over a large area extending down to the fat layer. At the 
edges of the area the amount of elastic tissue seemed less than normal. There 
was a slight perivascular infiltrate in the subpapillary layer, but this was not 
nearly so marked as that in case 4. 

In this case there were late annular cutaneous lesions of syphilis 
independent of the macular atrophy and in spite of the presence of 
active syphilis the macular atrophic lesions showed no _ pathologic 
activity—a fact that supports the second and third contentions. 

The dissemination of the lesions in cases 4 and 5 suggests that they 
might have appeared at the sites of a secondary exanthem. The distribu- 
tion and the shape of the lesions following the line of cleavage, how- 
ever, were not the same as those seen in secondary syphilis. In case 4 
the microscopic evidence of pathologic activity in the atrophic lesions 
spoke against their following secondary lesions and indicated an active 
progressive process. In cases 4 and 5 the destruction of the elastica 
was much more extensive and deep than in the first three cases. The 
clinical character of the lesions—their bulging and size, for example— 
was ascribed to the more extensive destruction of the elastic tissue. 

In cases 6 and 7 the condition was of the type characterized by less 
well defined atrophic spots. These cases are of interest because in both 
there was cutaneous evidence of active late syphilis. 

Case 6.—A man aged 37, with a positive Wassermann reaction and a typical 
nodular, ulcerative syphilitic eruption of the right buttock of one year’s duration, 
had disseminate macular atrophic lesions on his back, chest and sides. They 
were independent of the cutaneous lesions. No biopsy was done. 


CasE 7—A woman aged 29 presented a nodular, serpiginous, nonulcerative 
syphilitic eruption on her left shoulder. There was scarring from the lesions, 
but in addition the patient presented the usual soft bulging, indefinitely outlined 
macular atrophy on the back and on the sides of the trunk. These were inde- 
pendent of the clinically active syphilis. The Wassermann reaction was 4 plus. 

Biopsy of a nodule showed a tuberculoid infiltration with giant and epithelioid 
cells located directly under the epidermis and destroying the tissue. There was no 
ulceration. A biopsy was made of an atrophic lesion, and this showed loss of 
elastic tissue in the atrophic area, which extended down to the fat layer. There 
was moderate perivascular infiltration of round cells, chiefly in the subpapillary 
region. 


Macular atrophy has been reported in early syphilis by Parounagian,* 
Wise ® and Ebert,® in late syphilis by Obermayer’ and in congenital 





4. Parounagian, M. B.: Atrophia Cutis Maculosa: Presentation of a Case, 
Arch, Dermat. & Syph. 29:919 (June) 1934. 

5. Wise, F.: Beginning Disseminated Macular Atrophy of the,Skin, Arch. 
Dermat. & Syph. 9:509 (April) 1924. 

6. Ebert, M. H.: Macular Atrophy: Presentation of a Case, Arch. Dermat. 
& Syph. 18:792 (Nov.) 1928. 

7. Obermayer, M. E.: Anetoderma Erythematosum Jadassohn in a Patient 
with Nodule-Ulcerative Syphilis: Presentation of a Case, Arch. Dermat. & 
Syph. 32:527 (Sept.) 1935. 
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syphilis by Sidlick and Strauss.* Many others also have reported the 
association. 


MACULAR ATROPHY IN LUPUS ERYTHEMATOSUS 


Macular atrophy is in all probability as common in lupus ery- 
thematosus as in syphilis. In the two cases we have observed there were 
few lesions—seldom more than twenty—and these were similar jp 
clinical aspects to the disorder as observed in syphilis. 


Case 8—A woman aged 39 first noted a bald scarred spot in her scalp 
ten years before her first examination. It had increased in size gradually and 
continuously. Four years previously the lupus erythematosus had appeared on 
her face. In the beginning, slowly enlarging white atrophic areas had appeared 
over the shoulders and collar-bones. At no time had there been scaling or 
inflammation in these atrophic areas. 

There appeared on the vertex an irregular palm-sized area of scarring ‘bald- 
ness with some redness and slight scaling in spots. On the right cheek was a 
patch 3.5 cm. in diameter which showed redness and scaling. 

Scattered over both shoulders were numerous white atrophic macules from 
1 to 2 cm. in diameter, some of which, showed typical ballooning. Over both 
clavicles were areas of atrophy more than 4 cm. in diameter. A sensation like 
that of a hernial orifice was presented to the palpating finger. 

Biopsy of an atrophic lesion showed atrophy of the epidermis, with loss of 
rete pegs and pigment. The elastic tissue was absent (fig. 4) from the papillary 
and subpapillary layers, and the deep fibers ran parallel to the surface. There 
was no inflammation. This is typical of the late inactive phases of secondary 
macular atrophy. 


Case 9.—A man aged 69 had lupus erythematosus with scarring in the scalp 
and scaling erythematous patches on the face. He was treated with bismuth, and 
a generalized bismuth dermatitis developed. Coincidentally new lesions of lupus 
erythematosus appeared on the trunk and back. When the bismuth dermatitis 
cleared, in addition to the new lesions of lupus erythematosus, many soft oval 
bulging lesions were seen over the back and trunk. They were from 1 to 2 
cm. in diameter and followed the lines of cleavage of the skin. No biopsy was 
performed, and the Wassermann reaction was negative. 


This case illustrates the development of macular atrophy during an 
exacerbation of the associated disease, but no lesions were present 
where the macular atrophy occurred. The complicating factor of 
bismuth dermatitis may have predisposed the patient to the com- 
plaint. There have been many instances of this association reported, 
Heuss °® being the first to describe the association between lupus ery- 
thematosus and macular atrophy. 


8. Sidlick, D. M., and Strauss, A.: Syphilitic Macular Atrophy: Presen- 
tation of a Case, Arch. Dermat. & Syph. 8:448 (Sept.) 1923. 

9. Heuss, E.: Beitrag zur Kenntnis der Atrophia maculosa cutis, Monatsh. 
f. prakt. Dermat. 32:1 (Jan.) 1901. 
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;\CULAR ATROPHY IN ACRODERMATITIS CHRONICA ATROPHICANS 


[he association between acrodermatitis chronica atrophicans and 
macular atrophy is not common and was discussed recently by Sweitzer 
aid Laymon.’® Of more than twenty cases of acrodermatitis chronica 
atrophicans which we have observed, this association appeared in 


only two. 


Case 10—A carpenter aged 58 complained of a persistent pruritus of the 
legs, thighs and arms of twelve years’ duration, which was more severe on 
exposure to cold. He did not note changes in the skin until a few years after 
the appearance of the pruritus. He stated that the macular atrophic lesions 
developed on his back some time after the first condition had appeared, and he 
believed that they followed the wearing of a tight belt. 








Fig. 4 (case 8).—Old macular atrophic area in lupus erythematosus. There 
is no inflammation; the elastic fibers are absent in the upper portion of the cutis 
and run parallel to the surface in the deeper layers of tissue. All late lesions of 
macular atrophy, irrespective of the cause, followed the same general pattern, 
though destruction of the elastic tissue was more extensive in most of them. Acid 
orcein and hematoxylin; x 60. 


There was diffuse atrophy of the skin of the legs, extending up to the buttocks. 
The hands and arms were also involved to a point above the elbows. The skin 
was thin and brownish red, with the small veins showing through. Little hair 
was present on the involved skin. 

In the lumbar region were numerous white atrophic macules, some firm to the 
touch. They were oval and of a diameter of from 0.5 to 2 cm. 

Microscopic examination of a macular lesion showed irregular léss of elastica 
which involved all portions of the cutis from the papillary layer to the deep 
layers, with most of the destruction in the deep portion. There were only slight 
residues of an inflammatory reaction. The epidermis was almost normal in 





10. Sweitzer, S. E., and Laymon, C. W.: Acrodermatitis Chronica Atrophicans, 
Arch. Dermat. & Syph. 31:196 (Feb.) 1935. 








ae 


RSS ERE HER s 
e or ake sa ret 


818 ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY 


thickness, and the rete pegs were well preserved. Sections from the area affected 
by acrodermatitis showed considerable perivascular infiltration of round cells, some 
diffuse infiltrate in the upper portion of the cutis, marked dilatation of some of 
the vessels, atrophy of the epidermis and irregular destruction, thickening and 
fragmentation of the elastic tissue. These conditions seemed to be compatible with 
those of acrodermatitis chronica atrophicans. 

Case 11.—A second patient, observed only once, showed the association of an 
extensive acrodermatitis chronica atrophicans of the legs and arms and macular 
atrophic lesions elsewhere. 


It seems odd that acrodermatitis chronica atrophicans, with its 
extensive atrophy, is so seldom accompanied by macular atrophy. In 
addition to the report of Sweitzer and Laymon the association has 











Fig. 5 (case 12).—Macular atrophic lesions of unknown cause on the neck and 
in the malar region. 


been noted by Spiethoff,"* by Golomb and Fajngold ** and probably by 


many others. 
MACULAR ATROPHY OF UNKNOWN CAUSE 


In the twelfth case no cause for the macular atrophy could be 
found, but it was felt to be of the secondary type because of the history 
of exacerbation associated with each pregnancy and the strongly posi- 


11. Spiethoff: Acrodermatitis atrophicans zusammen mit makuldser Atrophie, 
Berl, klin. Wchnschr. 55:468 (April 13) 1918. 

12. Golomb, J., and Fajngold, L.: Acrodermatitis chronica symmetrica in 
Combination mit Anetodermie und Sclerodermie, Zentralbl. f. Haut- u. 
Geschlechtskr. 33:78, 1930. 
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reaction to a 1:1,000 dilution of old tuberculin. The limited 
extent and number of the atrophic lesions seemed to us to be more 4 
compatible with the secondary type. 





tive 






Case 12—A woman aged 22 had an eruption that had appeared four years 
previously first on her face and then on her shoulders and neck. The lesions began 







as small red spots and enlarged slowly. Fusion took place among the smaller 
lesions on the shoulder. These lesions appeared during her first pregnancy and 
enlarged subsequently. 






Examination showed bright red lesions on the right malar area, on both 
angles of the jaw and on the neck. On the outer sides of the upper portions of 
the arms were areas the size of a palm made up of smaller confluent lesions. 
Most of these were white, but erythema was present in the satellite lesions. All ' 
the lesions showed fine wrinkling atrophy, but there was only slight ballooning 








(fig. 5). 

A red lesion 2 mm. in diameter was removed for study. It showed absence of 
the elastic tissue in the papillary layer, thinning of the epidermis, and slight peri- 
vascular inflammation. In some areas there were large collections of small 
lymphocytes that extended up to the epidermis, but these were located chiefly 
about the sweat glands. This inflammation of an active sort, apparently destroy- 
ing the elastic and other tissues, was one of the chief reasons for considering the 7 
condition in this case to be of the secondary type. 









COMMENT 














This question naturally arises: What possible relation can there 
be among the diseases which have associated macular atrophy—among 

syphilis, lupus erythematosus and acrodermatitis? Superficially there 4 
would seem to be none, but further consideration reveals that the asso- 44 
ciated disorders do have one thing in common. Syphilis, lupus ery- 
thematosus and acrodermatitis chronica atrophicans all have as their 
essential pathologic basis a mild to severe inflammation in the upper 
portion of the cutis, which normally may destroy tissue and give rise 
to scarring or atrophy. 

We believe that subclinical inflammation which is evident only 
microscopically gives rise to the phenomenon of macular atrophy. This 
was illustrated in case 1, in which there were condylomas and macular 
atrophy arising independent of any visible syphilitic lesion but show- 
ing microscopically unmistakable evidence of syphilis, the microscopic 
evidence disappearing as a result of therapy (second biopsy). In cases 
4 and 7 there was microscopic evidence of activity in the atrophic area. 
In cases 2, 3 and 5 no inflammation was noted microscopically; con- 
sequently we saw only the damage caused by the previous inflammatory 
reaction. In cases 5, 6 and 7 there was active late cutaneous syphilis, 
independent of the macular atrophy. 

The same line of reasoning holds for lupus erythematosus. In 
case 8 we were observing only the ghost, as the macular atrophy had 
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long since ceased to be active, but the lupus erythematosus was stil] 
active. The macules were located where no lesions of lupus erythema- 
tosus had been. They were essentially similar microscopically to the 
lesions occurring in syphilis which had ceased to be active. Case 9 
illustrates the concomitant appearance of macular atrophy and exten. 
sion of lupus erythematosus; in this case the picture was complicated 
by bismuth dermatitis, which may have had some bearing. No doubt 
there was microscopic activity in the developing macular atrophic 
lesions, but we had no biopsy specimen to substantiate that assumption 
as in the case in which the condition was associated with secondary 
syphilis. 

In case 10 the macular atrophic lesions were of long standing, and 
on microscopic examination activity was not observed—as was to be 
expected—but the acrodermatitis chronica atrophicans showed inflam- 
mation microscopically. 

In case 12 there was activity, as seen microscopically, of a destruc- 
tive inflammatory type, but it was secondary to no known disease. Still 
we felt that it was not of the primary, or idiopathic, type. 


SUMMARY AND CONCLUSIONS 


We studied twelve cases of secondary macular atrophy, eleven 
of which occurred in association with the following diseases: with 
syphilis, seven, with lupus erythematosus, two, and with acrodermatitis 
chronica atrophicans, two. In one case the associated disease was not 
known. A single biopsy was made in six cases, two biopsies in three 
cases, and no biopsy in three cases. Clinical activity of an associated 
disorder, such as syphilis, seemed to have no relation to microscopic 
signs of activity in the secondary atrophic lesions. 

About half of the biopsies of the atrophic lesions revealed no 
activity, and the changes which were present might be termed ghosts 
of former lesions. 

The atrophic macules occurred independent of the associated erup- 
tion, and in a case of secondary syphilis with macular atrophy there 
was no evidence of exanthem near the atrophic lesions. 

We believe that we are justified in drawing the following con- 
clusions: Secondary macular atrophy is the result of subclinical 
destruction of the elastic tissue by an inflammatory infiltrate, and 
however diverse the accompanying disorders may be, they have in 
common an inflammatory infiltration in the cutis, which gives rise to 
the usual clinical lesion. 
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RINGWORM OF THE SCALP 


(a) COMPARATIVE REACTIONS TO CUTANEOUS TESTS WITH TRI- 
CHOPHYTIN IN CHILDREN WITH AND WITHOUT RINGWORM OF 
THE SCALP; (b) EVALUATION OF THERAPY WITH STOCK 
VACCINES IN TYPES OF INFECTION RESISTANT 
TO TREATMENT 


IV. 


GEORGE M. LEWIS, M.D. 


AND 
MARY E. HOPPER, M.S. 
NEW YORK 


Bloch! obtained healing by means of injections of trichophytin in 
cases of deep-seated lesions due to fungi but did not consider trichophy- 
tin of value in the treatment of superficial fungous infections. Bruck 
and Kusonoki? also expressed the opinion that intracutaneous injec- 
tions of trichophytin were of value in the treatment of granulomas 
caused by fungi. Stein * attributed cure in ten of fifteen cases of deep- 
seated ringworm to the intracutaneous injections of trichophytin which 
he administered. Stein also advocated the employment of an ointment 
made with trichophytin for its therapeutic and preventive action. 
Scholtz * obtained satisfactory results in both deep-seated and superficial 
fungous infections by means of repeated intracutaneous injections of 
trichophytin. Fuhs * and Rozsavélgyi * reported favorable results from 
therapy with trichophytin, chiefly in the treatment of tinea barbae. 


From the Skin and Cancer Unit, New York Post-Graduate Medical School 
and Hospital, Columbia University. 

1. Bloch, B.: Die Trichophytien und verwandte Pilzerkrankungen der Haut, 
Cor.-Bl. f. schweiz. Aerzte 42:2 and 22, 1912; in Jadassohn, J.: Handbuch der 
Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1928, vol. 11, p. 354. 

2. Bruck, C., and Kusonoki, F.: Ueber spezifische Behandlung von Tricho- 
phytien, Deutsche med. Wehnschr. 37:1110, 1911. 

3. Stein, R. O.: Die spezifische Behandlung der tiefen Trichophytie, Wien. 
klin. Wehnschr. 25:1817, 1912. 

4. Scholtz, W.: Ueber die diagnostische und therapeutische Anwendung des 
Trichophytin Héchst, Miinchen. med. Wchnschr. 65:509, 1918. 

5. Fuhs, H.: Ueber die therapeutische Wirksamkeit eines durch, Verdauung 
von Trichophytonkulturen gewonnenen Praparates (Joannovics), Wien. klin. 
Wchnschr. 33:653, 1920. 

6. Rozsavélgyi, M.: Die Behandlung der Trichophytiasis profunda, mit dem 
Kulturextrakt des Trichophytonpilzes, Dermat. Wchnschr. 73:924, 1921. 
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Truffi,’ after extensive trial, was disappointed in the results which he 
obtained from the administration of trichophytin. Novak * expressed 
the belief that injections of trichophytin contributed to cure but are not 
sufficient in themselves to overcome a fungous infection. Strickler ® 
made “‘microsporin” which he used with success in the treatment of 
seven patients with ringworm of the scalp. MacKenna *° also advocated 
the use of extracts of Microsporum in the treatment of tinea capitis, 
Low"? treated five patients with ringworm of the scalp with a micro- 
sporin made by him from cultural growths of Microsporum Audouini, 
His results were disappointing. Smith ** treated five patients with ring- 
worm of the scalp caused by Microsporum lanosum and one with infec- 
tion of the scalp caused by M. Audouini by a monostrain vaccine (a 
culture filtrate of M. lanosum) and reported that distinct benefit from 
this therapy resulted in three of the cases of infection due to M. lano- 
sum. In the other two cases of infection caused by M. lanosum and 
in the case of infection caused by M. Audouini, little or no apparent 
improvement followed this type of treatment. Smith” stated: “The 
effect of the concentrated microsporin is an intensification of the inflam- 
matory reaction in the lesions ; in other words, a focal reaction,” helping 
to loosen the infected hairs. Robinson and Grauer** have recently 
advocated the use of autogenous fungous extracts in the treatment of 
fungous infections, including ringworm of the scalp. Da Fonseca and 
de Aréa Leao** have reported favorable results with a clasovaccine, 


known commercially as “dermatomycol,’’ which is made from more than 
300 strains of fungi. The number of species of fungi was not given. 
This product was reported to be efféctive in curing such stubborn infec- 
tions as onychomycosis and the resistant types of tinea capitis and to 


7. Truff, M.: Sur la trichophytine, Rev. prat. d. mal. cutan. 2:342, 1903. 

8. Novak, F. V.: The Treatment of Trichophyton Infections with Tricho- 
phytic Vaccine, Ceska dermat. 3:19, 1922. 

9. Strickler, A.: The Vaccine Treatment of Ringworm of the Scalp, J. 
Cutan. Dis. 33:181 (March) 1915. 

10. MacKenna, R. W.: Diseases of the Skin, London, Bailliére, Tindall & 
Cox, 1923, p. 144. 

11. Low, R. C.: Anaphylaxis and Sensitization, New York, William Wood 
& Company, 1925, p. 146. 

12. Smith, L. M.: Ringworm of the Scalp: Treatment of Microsporon Infec- 
tions with a Specific Culture Filtrate, South. M. J. 28:610 (July) 1935. 

13. Robinson, G. H., and Grauer, R. C.: Use of Autogenous Fungus Extracts 
in the Treatment of Mycotic Infections, Arch. Dermat. & Syph. 32:787 (Nov.) 
1935. 

14. da Forseca, O., and de Aréa Ledo, A. E.: Vaccinotherapia das epider- 
mophyceas e das timhas tonsurantes, Rev. med.-cir. do Brasil 39:269 (Aug.) 
1931, 
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cure fungous infections without causing local reactions at the site of 
the test or focal reactions in the lesions. In an advertising brochure 
describing dermatomycol * the following statement appears: 






Scalp ringworm is another dermatomycosis in which vaccinotherapy has been : 
used by many specialists in Rio de Janeiro. Complete recovery has always been 
obtained in a short space of time, with the entire disappearance of the ringworm 
patches in all cases of microsporic ringworm. This happened after ten or more 
injections made every three or four days, but very distinct improvements were 
often observed in less than two weeks of treatment. In the cases of trichophytic 
ringworm of the scalp, as well as in cases of favus, somewhat slower results were 
obtained, but complete cure has always been observed when the treatment has 
been maintained as long as necessary. 











From this brief summary of the experiences of many investigators, ; 
variation of opinion is apparent. While the majority have expressed 
the belief that the use of fungous extracts is helpful in deep-seated 
fungous infection, it is generally held that the superficial types of infec- 
tion do not share this favorable response. The claims for the product 
dermatomycol are so explicit and so encouraging (the manufacturers 
and distributors claiming more therapeutic efficacy for it than for any i, 
previous trichophytin) that we undertook to investigate the value of 
this product, as well as of other fungous extracts, in the therapy of the 
resistant types of ringworm of the scalp. 














PERSONAL INVESTIGATIONS 






(@) COMPARATIVE REACTIONS TO CUTANEOUS TESTS WITH TRI- 
CHOPHYTIN IN CHILDREN WITH AND WITHOUT 
RINGWORM OF THE SCALP 


















In order better to evaluate the cutaneous reactions to the injection 
of trichophytin in patients with ringworm of the scalp, we tested a 
“control group of thirty-one children ranging in age from 3 to 14 years, 
with an approximate average age of 9 years, all of whom were free 
from fungous disease of the scalp. The data compiled from this survey 
are briefly outlined in table 1. It is seen that in only three patients i 
(H. W., M. S. and C. W.) was there a cutaneous reaction to trichophy- if 
tin, which remained visible as long as one week. In two of these patients } 
(H. W. and M. S.) there was a demonstrable fungous infection of 

the feet, which was confirmed by microscopic examination. Trichophy- 

ton gypseum was cultured from scales taken from the feet of M. S.; 
Trichophyton niveum was grown from material from the feet of H. W. 
In the other patient (C. W.) there was an eruption of ,the feet. which 
was thought to be of fungous origin, but there were no confirmatory 
laboratory observations. In two patients (E. D. and V. B.) a clinical 
diagnosis of dermatophytosis was entertained, but no fungi could be 

























15. Brochure distributed by E. Bischoff Co., New York. 
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demonstrated in the lesions, and the reactions following injections oj 
trichophytin were insignificant. In two other patients (C. S. and S.W.) 
the clinical diagnosis of tinea circinata was not supported by the finding 
of fungi in scrapings or by cutaneous reactions to testing with tricho- 
phytin. In the other patients there was no gross evidence of fungous 


TABLE 1.—Cutaneous Reactions to Extracts of Trichophyton in Thirty-One 
Children Free from Ringworm of the Scalp * 








Tests 
ee 


nas i . ‘“ 
Lederle Metz Bischoff 
Results of Tricho- Tricho- Tricho- 
Exami- phytin, phytin, phytin, 
nation 1:30 1:100 Undiluted 
Age, for Ate a nee Cane 
Patient Years Sex Clinical Diagnosis Fungi 48 Hr.1 Wk. 48 Hr.1 Wk. 48 Hr. 1 Wk. 


Psoriasis Negative a re 0 
Eezema Negative 0 
Eczema Negative ny +4 0 
Eezema Negative L } 


R. K. 
R. O. 
D. G. 
G. S. 
0. § 
H. 


Eezema Negative 0 
Dermatophytosis Positive; + - + -- ++ + 

Tr. niveum 
Pyoderma Negative < mis 0 
Eezema Negative ( 0 
Eczema Negative i “1 a 
Eezema Negative 
Pityriasis capitis Negative 
Psoriasis Negative 
Dermatitis Negative 
Impetiginous eczema Negative 
Psoriasis Negative 
Psoriasis Negative 
Dermatophytosis Negative 
Urticaria Negative 
Impetigo Negative 
Eczema Negative 
Alopecia areata Negative 
Dermatitis Negative 
Herpes simplex Negative 
Dermatitis Negative 
Tinea circinata Negative 
Dermatophytosis Positive; 

Tr. gypseum 
Tinea circinata Negative 
Dermatophytosis Negative 
Eezema Negative ) Re si ) ie 
Psoriasis Negative 0 ) 0 
Dermatophytosis Negative +- 0 0 0 


bs Pat at it Je 


=a 


C. 8. 
M. S. 
E. Z. 
D. B. 
J. W. 
M. H. 
O. 8. 
S. P. 
I. Z. 
R. K. 
E. D. 
R. G. 
D. H. 
P. K. 
B. M. 
D. P. 
E. 8. 
D. 8. 
C. 8. 
M. 8. 
Ww. 
Ww. 
L. 
8. 
B. 


FOR 


M. 
V. 


vst Rt i a ge 





* In this table and in table 2, 0 refers to a negative reaction, + to an area of slight 
erythema approximately 0.5 cm. in diameter, + to an area of reaction from 0.5 to 1 em. in 
diameter, ++ to an area of reaction from 1 to 1.5 em. in diameter, +++ to an area of reaction 
from 1.5 to 2 em. in diameter and ++++ to an elevated area of reaction 2 em. or more 


in diameter. 


diseases, nor was there any history of prior infection. It was decided 
that a reaction at the site of an injection of trichophytin which is mildly 
positive and which is invisible when observed one week after the injec- 
tion may be considered of dubious positivity and probably of traumatic 
origin. From a consideration of table 1, it would appear that the cuta- 
neous test with trichophytin in children is reliable and may prove of 
value in the diagnosis of obscure fungous eruptions. A necessary reser- 
vation has to do with the infecting organism (table 2). 
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in the patients-who showed positive laboratory evidence of ringworm 
of the scalp, it is interesting to observe the differences in degree of the 
cutaneous reaction according to the organism causing the disease 
‘table 2). All the patients whose infections were caused by Achorion 
Schoenleinii and Trichophyton violaceum showed negative reactions to 


the cutaneous test with all extracts of trichophyton and microsporum. 


Tape 2.—Cutaneous Reactions to Extracts of Trichophyton in Thirty-Five 
Patients with Tinea Capitis 








Tests 
EEE —_ aye A nar ae. = a, 
Lederle Metz Bischoff 
Tricho- Tricho- Tricho- 
phytin, phytin, phytin, 
1:30 1:100 Microsporin Undiluted 
Age, Infecting —_—A —~ A HA 
Patient Years Sex Organism 48 Hr. 1 Wk. 48 Hr. 1 Wk. 48 Hr. 1 Wk. 48 Hr. 1 Wk. 
K. G. 4 M M. Audouini + + + + + 0 + 
J. K. 7 M M. Audouini 0 0 0 0 on 0 
J. M. 3 M M. Audouini 0 + 0 b+ : + ot 
H. S. 9 M M. Audouini ‘cs ae o ++ + + L + 
N. M. 8 M M. Audouini oS ie } + + ++ +++ 
F. P. 6 M M. Audouini + a ' + + oa 0 
4. 2 4 M M. Audouini + aie + Si oi 
B. W. 8 M M. Audouini 0 0 0 0 5 a 
ce 4 F M. Audouini 0 0 + 0 sie 0 0 
C. B. 7 M M. Audouini eb ess ae } 
A. M. 6 M M. Audouini 0 0 0 0 Ne 0 0 
W. H. 4 M M. Audouini + 0 a oP 
W. M. 7 M M. Audouini 0 0 0 0 0 0 0 0 
R. M. 7 M M. Audouini + és + , + 
P. S. 5 M M. Audouini 0 0 0 + 5 0 + 
©. 8B. 7 F M. Audouini + oo + - ; ++ 
E. S. 3 F M. Audouini 0 0 + 0 3 0 0 
M. F.* ~ M M. Audouini ++4++ 0 + + + + brah af 
BF 2 M M. Audouini + + oa - -+ + 0 
gs, J.* 6 M M. Audouini 0 0 + - rs ed 0 + 
R. J. } M M. Audouini 0 0 0 0 wy wi 0 0 
V. D. 5 F M. Audouini 0 “ + ‘ a en 0 re. 
R. D. . M M, Audouini 0 os 0 Na _ ae 0 
M. W. j F M. Audouini 0 iS ' me «g ‘ty . 
E. B. 6 M M. Audouini 0 64 0 zs a ae 0 
Bd 5 M M. Audouini + ow - - mz a4 + 
H. B. 10 F M. Audouini 0 di 0 my = ; 0 
M. M. 9 M A. Sehoenleinii + 0 He sie ‘2 0 
R. M. 5 M A. Schoenleinii 0 i 0 ae a ay 0 
Cc. M. 6 F A. Schoenleinii 0 es 0 ~" y os 0 
L. &; 24 F A. Schoenleinii 0 + 0 + << es 0 + 
E. C. 22 F A. Sechoenleinii + 0 + 0 = “ie 0 
S. B. 6 F A. Schoenleinii + 0 + 0 <i a 0 “i 
M. R. 12 F T. violaceum 0 0 0 0 a a 0 0 
8S. R. 5 F T. violaceum 0 0 0 0 se a 0 0 





* These five patients were subsequently cured following vaccinotherapy; a brief history of 
each is given elsewhere in this article. 


In patients whose infections were due to M. Audouini, the responses 
to testing were for the most part of mild degree or entirely absent ; in 
these patients the disease was usually noninflammatory and typified the 
sort of ringworm of the scalp called “gray-patch” in the textbooks. Con- 
versely in three instances of infection by M. Audouini in which the 
cutaneous test was positive, an acute inflammatory reaction was notice- 
able on the scalp. In all but one of the patients tested who had infection 
of the scalp due to M. lanosum, a positive response to the intracutaneous 
injection of trichophytin was evoked. In the lone exception, when there 
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was no reaction to the intracutaneous test with trichophytin, clinical cure 
resulted from the use of topical applications alone, but more than three 
months’ treatment was required. (The average length of time required 
to cure infection of the scalp caused by M. lanosum by topical applica- 
tions alone is approximately two months. ) 

In many instances we found it distinctly helpful in the clinical 
management of the patient to know the cutaneous reaction to tricho- 
phytin. When no response to trichophytin was noted, the time of cure 
was usually prolonged ; conversely, a strongly positive cutaneous reaction 
to trichophytin was frequently followed by a rapid clinical response 
to treatment. We have been able to observe five instances of infection 
of the scalp in two or more children in the same family ; in these cases 
an individual factor, as well as the nature of the infecting organism, 
was considered to have some bearing on the prognosis. 

We would conclude from our observations that in all cases of ring- 
worm of the scalp it is distinctly helpful in selecting the appropriate 
therapeutic measure to know the patient’s cutaneous reaction to tricho- 


phytin. 


(bd) EVALUATION OF THERAPY WITH STOCK VACCINES IN TYPES OF 
INFECTION RESISTANT TO TREATMENT 


The subjects of this study had infection of the scalp caused by 
M. Audouini, T. violaceum or A. Schoenleinii. The stock vaccines which 
we used were (a) trichophytin (Metz), (b) trichophytin (Lederle), 
(c) dermatomycol (Bischoff), (d) microsporin (Smith*®) and (e) 
oidiomycin (Lederle). The two last-named extracts were included as 
controls. The first three were commercial products varying from one 
another in composition, extraction and manufacture. The largest num- 
ber of patients was treated by injections of the Bischoff trichophytin 
(dermatomycol). The Metz product was used next most frequently. 
Since this is a multistrain trichophytin, it was considered the product 
nearest to the Bischoff vaccine. Injections of the Bischoff trichophytin 
were given subcutaneously and intramuscularly ; the directions for dosage 
were carefully followed, except that it was sometimes impossible to 
give the treatments twice weekly. In the cases reported here the injections 
were given at intervals not exceeding one week and for the most part 
were given twice weekly. The other fungous extracts were adminis- 
tered intracutaneously in some patients and subcutaneously in others. 
The original dose of the Metz product was 0.1 cc. of a 1: 100 dilution, 
and that of the Lederle trichophytin was 0.1 cc. of a 1: 30 dilution. The 
doses of both products were gradually increased. Most of the patients 


16. This monostrain vaccine was prepared from a cultural, filtrate of M. 
lanosum and was furnished by Dr. Leslie Smith of El Paso, Texas. 





LEWIS-HOPPER—RINGWORM OF SCALP 827 


applied topical treatment in the form of ointments containing ammo- 
niated mercury during the period in which they were receiving the 
vaccines. Daily washing of the scalp with soap and water was also 
advised. Epilation by hand was carried out on some patients at the 
time of the administration of the vaccines. 


REPORT OF CASES 
Of the twenty-one patients subjected to this clinical experiment, five 
were cured (table 3). A brief outline of these five cases follows: 


Case 1—In S. J., a boy aged 6, ringworm of the scalp developed one year before 
we examined him and was treated by the application of ointments prescribed 


TABLE 3.—Outline of Treatment with Vaccines of Twenty-One Patients with 
Ringworm of the Scalp 








Reaction No. of 
Age, Infecting to Tricho- Injee- 

Patient Years Sex Organism phytin Vaccine tions Results 
V.D. 5 F M. Audouini + Bischoff 15 Not cured 
R. D. 8 M M. Audouini 0 Bischoff 15 Not cured 
ee 7 M M. Audouini 0 Bischoff 17 Not cured 
M. M. 9 M A. Schoenleinii + Bischoff 14 Not cured 
B. W. 8 M M. Audouini 0 Bischoff 20 Not cured 
R. M. 7 M M. Audouini a Bischoff 13 Not cured 
M. R. 12 F T. violaceum 0 Bischoff; ll 

oidiomycin 3 Not cured 
EF. ¢ 22 F A. Schoenleinii 0 Bischoff 17 Not cured 
8. J.* M M. Audouini + Skin tests — Oured 

only; no 

therapy 
R. J. 5 M M. Audouini 0 Bischoff 20 Not eured 
L. 8. 24 F A. Seboenleinii 0 Bischoff 18 Not cured 
M. F.* 8 M M. Audouini + Bischoff 2 Cured 
B. F.* 11 M M. Audouini Metz 8 Cured 
J. G. 4 F M. Audouini 0 Metz 16 

Lederle 14 Not cured 
F. P. 6 M M. Audouini a Metz 9 Not cured 
W. H.* 4 M M. Audouini 0 Oidiomycin 15 

Metz 35 Cured 
P. 8. 6 M M. Audouini 0 Metz 7 

oidiomycin 15 Not cured 
A. M.* 6 M M. Audouini 0 Oidiomycin 10 Cured 
H. 8. 9 M M. Audouini + Lederle 4 Not cured 
W. M. 7 M M. Audouini 0 Microsporin 13 Not cured 
J. M. 3 M M. Audouini a Microsporin 13 Not cured 





* These five patients are considered in more detail in the body of the article. 


elsewhere. This treatment had been used for more than eight months. When 
first observed the scalp showed scattered noninflammatory patches in which there 
were partial alopecia and broken-off hairs. The organism isolated from the scalp 
was M. Audouini. Routine cutaneous tests were carried out, the Metz, Lederle 
and Bischoff trichophytins being used. In forty-eight hours there was a + reac- 
tion to the Metz product but no reactions to either the Lederle or the Bischoff 
trichophytin. At the end of one week the reaction to the Metz trichophytin 
remained +, and a + reaction had developed at the site of the injection of 
Bischoff’s trichophytin (table 2). The three trichophytins were administered 
again at different sites, one week after the first series of injections, and +--+ reac- 
tions developed at the site of injection of the Metz and the Lederle trichophytin, 
while a + reaction was noted at the site of injection of Bischoff’s trichophytin. 
One week later the reactions were still visible. Thus it would seem that 
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an increase in the reactivity of the patient’s skin had taken place at the sites of 
the tests after the administration of the experimental doses of the trichophyton 
extracts, Meanwhile, a week following the first series of experimental injecti: ns, 
it was noted that an acute inflammatory condition was present on the scalp. The 
affected patches became reddened and edematous, and follicular pustules developed 
(figure). The patient was given a placebo of petrolatum colored with Armenian 
bole as a topical application, and his mother was instructed to wash his scalp 
daily. In three weeks only a few infected hairs remained. We wished to obtain 
a cure without further medication, but, after several weeks of observation a 








Focal reaction, consisting of follicular pustules on inflamed patches of the 
scalp, observed one week after intracutaneous injections of trichophytin (case 1). 


recalcitrant state appeared to have been established. Cure was finally accom- 
plished by manual epilation of the few remaining hairs. When intracutaneous 
tests were last carried out, three months after the first observation, + reactions 
still developed after forty-eight hours at the sites of the tests, indicating a 
retained sensitivity of the skin to trichophytin. 

Case 2.—M. F., a boy aged 8 years, when first examined had numerous small 
areas of partial alopecia in which broken-off hairs were noted. Erythema was 
present in some of the patches, but there was no pustulation. The appearance of 
the scalp in filtered ultraviolet light, as well as the microscopic examination, 
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»urmed the clinical diagnosis of tinea capitis: MM. Audouini was isolated on 
culture. Cutaneous tests with extracts of trichophyton showed a ++++ 
response to the Lederle product, a ++ response to the Metz product, a +++ 
response to the Bischoff trichophytin and a +++-+ response to microsporin 
(Smith). At the end of one week reactions were still present at the sites at which 
the Metz and the Smith vaccine had been injected. At the sites at which the 
other two extracts had been injected no residual reaction was noted. One week 
alter the experimental injections the initial dose of the Bischoff trichophytin was 
administered. When the patient was observed four days later, an erythematous 
eruption was noted on the face and the trunk. The second dose of the Bischoff 
trichophytin was given. When the patient was observed after three days, the part 
of the scalp affected by ringworm was the site of an acute pustular eruption. The 
pustules were follicular. There were also boggy masses in two areas. There 
had been an extension of the eruption from the patient’s body and face to include 
the upper extremities, and besides the diffuse redness present before, numerous 
follicular papules were noted (lichen microsporicus). The patient appeared ill. 
He was listless and complained of pains in his joints and of headache. He had no 
desire for food and had vomited twice. His temperature was 103 F. There was 
no general adenopathy, but enlarged and tender lymph nodes were palpated in 
the cervical regions. Hospitalization was advised. The patient could not be 
admitted to the New York Post-Graduate Medical School and Hospital but 
was admitted to another institution. One month later, when he was discharged 
from the hospital, we again examined him and at that time his scalp was 
entirely free from infection. His reaction to an intradermal injection of Metz 
trichophytin in a dilution of 1: 100 was then ++-++, indicating a continued sensi- 
tivity of his skin to trichophytin after cure. 

Case 3.—B. F., a boy aged 11 years (a brother of M. F., the patient in 
case 2), had numerous small erythematous patches in the occipital region. These 
had been first noted a few days before examination. Some broken-off hairs were 
found, which gave positive reactions for fungi. The fluorescence test gave posi- 
tive results. M. Audouini was isolated on culture. The responses of the skin tc 
trichophytin roughly paralleled those of the skin of the patient’s brother (M. F.), 
except that they were less intense. Intracutaneous injections of Metz trichophytin 
in doses of 0.1 cc. of a 1: 100 dilution were administered twice weekly. In all, 
eight injections were given. No focal, local or general reactions were observed 
following this therapy. A gradual decrease in the number of hairs was noted. 
Thirty-one days from the beginning of treatment, cure was apparent. This was 
confirmed by a number of subsequent examinations. 

Case 4.—A. M., a boy aged 6 years, had many small patches of partial alopecia, 
with little visible inflammation, scattered over the scalp. The duration of the infec- 
tion was said to have been two months. The microscopic examination and 
fluorescence test gave positive results, and M. Audouini was isolated on culture. 
There was no response noted in the skin at the sites of the tests after forty-eight 
hours and again after one week, after the intracutaneous injection of the Metz, 
the Lederle and the Bischoff trichophytin. This patient was treated by means of 
an estrogenic substance.1*7 When this failed to effect a cure, epilation by means of 
the roentgen rays was performed. Owing to a technical error, the fall of hair 
was incomplete, and cure did not follow. Two months after the treatment by 


4 


17. Lewis, G. M., and Hopper, M. E.: Ringworm of the Scalp: III. Clinical 
and Experimental Studies in Types of Infection Resistant to Treatment, Arch. 
Dermat. & Syph. 35:460 (March) 1937. 
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means of the roentgen rays, numerous infected hairs in a number of patches were 
still present. Therapy by the intradermal injection of 0.1 cc. of a 1: 100 dilution of 
oidiomycin was commenced and was carried out twice weekly. After ten injec- 
tions given over a period of six weeks, a few follicular pustules were noted in the 
affected patches on the scalp. The injections were stopped. Cultures of pus from 
the pustules showed several strains of staphylococci but no fungi. The inflam- 
matory reaction continued, and it was noted that the number of infected hairs was 
diminishing. One month after the last injection, no further infected hairs could be 
found. An experimental injection of 0.1 cc. of a 1: 100 dilution of Metz tricho- 
phytin at this date showed a + reaction in forty-eight hours, which was not visible 
one week later. 


Case 5.—W. H., a boy aged 5 years, had an infection of the scalp two months 
before this examination. When the scalp was examined, patches of partial alopecia 
with no visible inflammatory reaction were noted. During treatment cutane- 
ous tests with trichophytin were made several times, but the reaction was always 
essentially negative. M. Audouini was grown on culture. The fluorescence test 
was positive and revealed infected hair not visible on observation without the 
Wood light. Treatment with oidiomycin was started and fifteen injections were 
given in all, with no apparent benefit. The Metz trichophytin was then adminis- 
tered intracutaneously twice a week. After ten injections a diminution in the 
number of infected hairs was noted, and cure was absolute after thirty-five 
injections. 

COMMENT 


Our objects were, first, to study the relative states of sensitivity to 
various trichophyton products in children who were free from fungous 


diseases and in children who had ringworm of the scalp and, second, 
to treat and, if possible, cure the fungous infections of the scalp by 
the use of these products. We also hoped to determine the reason for 
cure if this occurred. It was interesting to note an almost uniform lack 
of reaction to trichophyton extracts in the series of children (table 1) 
who were free from ringworm of the scalp. The best explanation for 
the variations in cutaneous response in patients with ringworm of the 
scalp appears to lie in the presence of the particular fungus, since 
different species of fungi have different sensitizing indexes. We found 
that it was not feasible to use vaccinotherapy in all patients with ring- 
worm of the scalp. The chief obstacle was the fear of injections on 
the part of most young children, and, because of the certain necessary 
degree of pain, some of the parents of the patients refused to cooperate 
in the experimental treatment. In some instances the treatment had to 
be discontinued because of other considerations. For many parents the 
task of bringing the children to the dispensary twice weekly for several 
months was impossible. 

In a total of three hundred and seventeen injections given in the 
series reported here, in only one instance did secondary infection 
result at or about the site of an injection. In the patient so affected 
(W. M.) deep cellulitis developed, which required hospitalization and 
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surgical intervention. A detailed analysis of the other cases in the 
chart. which are not recorded here in full, appears unnecessary ; little nt 
or no clinical improvement was observed in those cases. When slight ct 
improvement occurred, it could be explained on the basis of some other 
factor than the vaccinotherapy—such as manual depilation or vigorous 
scrubbing. Improvement, unless progressing to cure, was not considered 
valid evidence of the efficacy of the vaccines. Retesting of the cutaneous 
sensitivity to trichophytin in patients under treatment usually revealed 
no change in the reactivity of the skin due to the treatment by tricho- 










phytin. 

In the patient in case 1 (S. J.), whose infection disappeared, it 
would appear likely that the apparently spontaneous cure was in reality 
precipitated by the two series of injections given in the routine testing. 
3ecause of the violence of the local and focal flare-ups following the 
second series of cutaneous tests, further injections of trichophytin were 
considered inadvisable. It is‘ our opinion that cure in this case might 
have been more rapid had strong topical therapy or further cutaneous 
injections of trichophytin been given. Such therapy, however, might 
have been attended with considerable danger. In the second patient, 
two intramuscular injections of the Bischoff vaccine were apparently 
sufficient to increase the sensitivity of the skin to an alarming degree. 
Cure was considered to have been hastened because of these injections. 
Whether the cure in these two patients was entirely due to the production 
of an added degree of sensitization of the skin to fungi is unknown, 
but this would appear to be the logical explanation. The focal reaction 
around the infected hairs in the scalp caused the loosening of the hair 
noted in these two cases. In the third patient no violent flare-ups 
occurred, and the response noted would be an ideal one to obtain with 
regularity. In all these three patients there was a positive cutaneous 
reaction to trichophytin when tests were made at the time of the first 
visit. This reaction had persisted or increased in degree when observed 
subsequently. The fourth and fifth patients, however, showed no cuta- 
neous reactions at the sites of the tests when they were first tested 
with trichophytin, although a reaction to trichophytin was later noted 
in the patient in case 4 (A. M.) following therapy by means of oidio- 
mycin. We are unable to account for the increase of sensitivity to 
trichophytin in this patient. No cutaneous reactions to trichophytin were 
recorded at any time in case 5. 

































SUMMARY AND CONCLUSIONS 





Among thirty-one children free from ringworm of the scalp, strong 
and persistent reactions to trichophytin due to fungous infection of the 
feet were noted in three instances. The negativity of this test except 
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when an obvious infection was present indicates that the test is reliable 
when used for children. 

In the resistant forms of ringworm of the scalp the response to 
tests with trichophytin was usually slight or negative. When a cutaneous 
response is noted in a patient having an infection caused by M. Audouini, 
the condition may be suitable for treatment with vaccines. 

On the whole, our results with vaccines were disappointing. Of 
twenty-one patients treated by vaccinotherapy, only five were cured. 
One of these patients was subjected to the routine tests of the skin 
only and almost, but not quite, responded without further therapy. A 
few hairs were manually epilated to complete the cure. We were unable 
to evaluate one product of trichophytin in relation to another, since 
the response followed treatment with Bischoff’s trichophytin in case 2, 
treatment with Metz trichophytin in cases 3 and 5, and treatment with 
Lederle oidiomycin in case 4. 

In one patient (case 2) a widespread toxic reaction developed, which 
required hospitalization. In another patient cellulitis developed in the 
tissues below the site of an injection. This required surgical inter- 
vention. 

We were unable to confirm the claim made for Bischoff’s trichophy- 
tin (dermatomycol) that cure in tinea capitis due to infection by Micro- 
sporum is always obtained with this agent within a short time, or, for 
that matter, that in most instances it is achieved in a longer time. 


Dr. Phyllis Kerr, of White Plains, N. Y., and Dr. Gwedy Vellozzi, of 
Yonkers, N. Y., assisted in this investigation. 


200 West Fifty-Ninth Street. 











A REMARKABLE LICHEN PLANUS LESION 
OF THE TONGUE 
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REPORT OF CASE 





A woman 76 years of age but enjoying good general health consulted me in 
May 1936 because of an eruption of papules on the backs of the hands. They 
were few, large, hemispherical and itchy. There were no typical lichen papules 
among them. I made a tentative diagnosis of lichen ruber hypertrophicus (Heber- 
mann). As time passed, the lesions yielded to what Lestikow has called “lichen 







ointment.” ? 

There were no lesions in the mouth. 

On September 5 the patient came in much alarmed. A piece of lettuce had 
stuck on the back of her tongue, and on looking in the mirror she saw that it 
had lodged behind a large white prominence. I was as surprised as the patient. 
I saw a large oblong fluffy white mass situated far back exactly in the median line 
of the tongue. It resembled a pledget of cotton but was immovable. Springing 
from its upper surface and close to its posterior border were four delicate white 
filaments that waved in the current of the breath. These can be seen in the 
photograph. When asked if she felt the tumor the patient said that she noticed only 
a slight roughness against her palate. Her alarm, however, had been occasioned 
by its formidable appearance and by the lodging of the piece of lettuce behind it. 

Anterior to the mass were scattered a few circumscribed soft dull white flattened 
papules 2 mm. in diameter, and a small characteristic lacelike patch and two small 
white papules appeared in the pouch of the right cheek. These confirmed the diag- 
nosis of the eruption on the backs of the hands and together with the papules on the a 
back of the tongue also indicated the nature of the large lesion. ; 

At the time of the patient’s next visit, a week later, the large lesion had 
undergone involution; it now consisted of a low, slightly convex red elevation, 
and the white spots in front of it tended to coalesce. They subsequently formed 
a dull white, leukoplakia-like coating over the dorsum of the tongue. 

As time passed the trouble in the mouth became increasingly acute. An 
increasing number of the characteristic lacelike and white papules developed in the 
pouch of the right cheek, and a large painful raw erosion appeared in the left. 
The lips were also painful, and the summit and inner surface of the vermilion 


































1. Juliusberg, F.: Lichen ruber und Pityriasis rubra pilaris, in Jadassohn, J.: 
Handbuch der Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1931, 
vol. 7, pt. 2, p. 131. 

2. Walker, Norman: An Introduction to Dermatology, ed 7, New York, 
William Wood & Company, 1922, p. 231. The prescription for “lichen ointment” 
is as follows: 1 ounce (31.103 Gm.) of ointment of zinc benzoate, 20 grains 
(1.3 Gm.) of phenol and from 1 to 5 grains (0.065 to 0.325 Gm.) of mercury 
bichloride. 

3. Juliusberg,! p. 31. The phrase “Ein Stiick haftender Watten” of Michel- 
son was realistically exact in the present case. 
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border of the lower lip were strewn with innumerable red dots, which evidently 
were the congested capillary loops of the papillae. Subsequently these loops bx came 
obscured by a white coating composed of delicate white spindles set closely side by 
side across almost the entire lower lip just inside the summit of the ver milion 
border. Later the lip became eroded, the process obliterating the white spindles, 
and the pain here and in the pouch of the left cheek increased to such an extent 
as to be considered by far the major symptom by the patient and to interfere with 
eating. 
THE BEGINNING OF THE PATHOLOGIC PROCESS IN 
LICHEN PLANUS 


I may remark here that one rarely witnesses the commencement 
of an acute attack of lichen planus of the mouth. When the eruption 
is first seen it usually has been present for an indefinite time and is so 
indolent that it escapes even the notice of the patient. 














The elevated white patch far back in the median line is due to elongation 
of the papillae, four of which are especially long and appear as four white dots. 
Clinically this patch was more prominent than it appears to be in the photograph, 
which may be accounted for by the slightly oblique angle at which the picture 
was taken and the fact that the lesion was sunk in the median furrow of the 
tongue. The other lesions which appear as white flecks were in fact smooth 
papules. (The photograph was made by James D. Viecelli, M.D.) 


The lesion on the lip afforded an excellent example of the beginning 
of the lichen papule. As to this there are two views. Some, for 
instance Kyrle, have expressed the belief that the primary change takes 
place in the epithelium,* whereas others, among them, Juliusberg, main- 
tain that the disease begins as a congestion of the papillae.’ These 
deductions are drawn from pathologic slides. 

The mucosa of the mouth was beautifully transparent, allowing the 
rosy color of the blood to shine through it as through the clearest glass. 


4, Kyrle, Josef: Vorlesungen iiber Histo-biologie der menschlichen Haut und 
ihrer Erkrankungen, Berlin, Julius Springer, 1925, vol. 1, p. 180. 
5. Juliusberg, p. 83.1 
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Here the brilliant red dots representing the congested capillary loops 
of the papillae could be seen shining through the mucosa. The following 
week this locality was covered by the milky white spindles previously 
mentioned. As these stripes were clearly lichen planus and were due to 
a change in the epithelial cells, it was evident that the capillary con- 
vestion took place first and the epithelial change subsequently. 











THE LARGE COTTONY LESION ON THE DORSUM OF THE TONGUE 





Strange as it may seem, this lesion, for all its formidable appearance, 
was an example of hairy tongue, a symptom due to the elongation of the 





filiform papillae. 

Lebar considered the furred tongue, the white hairy tongue and 
the black hairy tongue all modifications of the same pathologic process.® 
The color of the black hairy tongue, the feature from which it draws 
its usual appellation, may be due to the oxidation of the epithelial coating 
of the papillae, to tobacco or to another staining substance. A red 
variety has been described, due to a red Torula.*’ The disease never 
occurs on the base of the tongue but usually begins in the area rhombica, 
the part anterior to the “V” formed by the circumvallate papillae, and 
may spread forward to cover the whole dorsum.* The papillae may 
reach 1 inch (2.5 cm.) in length and may wave in the current of the 
breath as four of them did in this case.° 

This patient’s lesion differed from the usual hairy tongue in the 
following respects: It arose quickly; the papillae became densely matted 
and fluffy and the mass was. milky white, higher, more localized and 
therefore more tumor-like. 

The unusual shape of the lesion and its rapid course, and its arising 
and subsiding evidently in sympathy with the other oral lesions, which 
were unquestionably lichen planus, justify the conclusion that the mass 
was a lesion of lichen planus. There is still a further reason, and a 
potent one, in support of this view: The lichen planus virus, what- 
ever it may be, does incite the papillae of the integument and mucous 
membranes, and the filiform papillae in this instance were undoubtedly 
incited to enormous growth. 




























6. Lebar, quoted by Brocq, Louis: Précis-atlas de pratique dermatologique, 
Paris, Libraire Octave Doin, 1921, p. 371; quoted by Desaux, A., and Boutelier, 
A.: Manuel pratique de dermatologie, Paris, Masson & Cie, 1932, diagram 273. 

7. Spencer, Walter G., and Cade, Stanford: Diseases of the Tongue, 
Philadelphia, P. Blakiston’s Son & Co., 1931, p. 92. 

8. Riecke, E.: Die Krankheit greift nie auf die Zungenbasis, in Lehrbuch 
der Haut- und Geschlechtskrankheiten, Jena, Gustav Fischer, 1914, p. 437. 

9. Spencer and Cade.? The papillae become long enough to wave about; their 
tips even branch so that a comparison has been made with feathers. 








EXPERIMENTS IN THE CULTURE OF THE ORGAN. 
ISM OF LICHEN PLANUS BY JACOB AND 
HELMBOLD’S METHOD 


C. POSTMA, M.D. 
AMSTERDAM, NETHERLANDS 


Jacob and Helmbold? isolated a gram-negative, anaerobic bacillus 
from twenty-five of twenty-eight patients with lichen planus. Semisolid 
dextrose-serum agar containing cubes of human tissue was the medium 
used. They stated that the serum must be inactivated at from 56 to 
60 C. for a number of hours. The bacillus was not found in the skin 
of normal subjects or in that of a number of patients with other 
papular diseases, who were used as controls. Inoculation of human 
skin with the bacillus produced in a few instances lesions which clinically 
and histologically resembled lichen planus. Those authors described the 
bacillus as being somewhat polymorphic but resembling organisms of 
the colon-typhoid groups. 

I should like to question the statement of resemblance to the colon- 
typhoid group, since organisms of that class are not anaerobic and 
since they grow freely on common mediums. Nevertheless, the results 
obtained by these authors were deemed remarkable enough to justify 
a trial along the same lines. Dr. A. C. Ruys, the bacteriologist, assisted 
me in the study I made. 

Material from ten patients with lichen planus was cultured on a 
medium prepared according to the method of Jacob and Helmbold. 
In most of these cases histologic examination had been made, and 
this always confirmed the diagnosis established clinically. In two cases 
all tubes remained sterile ; in the rest, some of the tubes generally did so. 
Twice a few gram-positive cocci were found, and in some cases there 
was gross contamination with this coccus. Further, a gram-negative 
coccus (or coccobacillus) was found once. This, however, did not grow 
on subculture in another tube, and four times a culture of diphtheroid 
bacilli was obtained. 

Because of the resemblance of the illustration of the organism 
grown by Jacob and Helmbold to the diphtheroid bacillus, which is 
not rare in normal skin, it was thought that by using acetone and 


From the University Clinic for Cutaneous and Venereal Diseases of the 
Binnengasthuis, Prof. W. L. L. Carol, M.D., Director. 

1. Jacob, F. M., and Helmbold, T. R.: Bacteriologic Studies on Lichen 
Planus: Preliminary Report, Arch. Dermat. & Syph. 27:472 (March) 1933. 
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ol in the Gram staining, as these authors had, our diphtheroid 


dic! 


rvanisms might appear gram-negative. However, by this method also 


0 
they were gram-positive. 

This investigation thus failed to yield the organism described by 
Jacob and Helmbold; neither could the bacillus be demonstrated in 
histologic preparations made from lichen tissue incubated in the medium. 

To this statement I wish to add that Darier* related an investiga- 
tion by Pautrier, who repeated the work of Jacob and Helmbold. From 
papules recovered from two patients with lichen planus, he obtained a 
eram-positive bacillus, but he failed to demonstrate the organism 
described by Jacob and Helmbold. 


2. Darier, J., and others: Nouvelle pratique dermatolegique. Paris, Masson & 
Cie, 1936, vol. 7. 





LEAF OF ALOE VERA IN TREATMENT OF 
ROENTGEN RAY ULCERS 


REPORT OF TWO ADDITIONAL CASES 


ADOLPH B. LOVEMAN, M.D. 
LOUISVILLE, KY. 


The treatment of roentgen ray and radium ulcers with the fresh 
whole leaf of Aloe vera was first described by Collins and Collins? 
in 1935. Wright? in 1936 published an additional report on its use, 
stating that he had obtained gratifying results. The technic of appli- 
cation of both the fresh whole leaf and an ointment containing the 
intestinal contents of the leaf have been described by these men. Since 
the publication of these two papers many patients have undoubtedly 
been treated by this method. For the most part, however, the results 
are relatively unknown, since cases in which that treatment was used 
have been reported only by word of mouth or in the transactions of 
certain societies.* 

Any one who has seen the horrible suffering endured by patients 
with some of the late sequelae of roentgen and radium irradiation and 
who realizes the utter futility of previous methods of treatment will 
concur that any therapeutic procedure which offers relief from the pain 
and suffering, let alone cure, is worthy of reporting. It is for this 
reason that the following two additional cases are described. 


REPORT OF CASES 


CasE 1—C. Z., a man aged 40, first consulted me in August 1935 because of 
a severe roentgen ray dermatitis involving the backs of both hands. The history 
revealed that he had received between fifteen and twenty roentgen treatments a 
year for the past three to five years for an eczematoid dermatitis. The last treat- 
ment had been given about six months before he consulted me. Actinic changes 
were first noticed by the patient approximately a year before he was seen, but 


1. Collins, C. E., and Collins, Creston: Roentgen Dermatitis Treated with 
Fresh Whole Leaf of Aloe Vera, Am. J. Roentgenol. 33:396 (March) 1935. 

2. Wright, C. S.: Aloe Vera in the Treatment of Roentgen Ulcers and 
Telangiectasis, J. A. M. A. 106:1363 (April 18) 1936. 

3. (a) Montgomery, Hamilton, in discussion on Rattner, H.: Roentgen Ray 
Dermatitis with Ulcer, Arch. Dermat. & Syph. 33:593 (March) 1936. (0) 
Wieder, L. M., in discussion on Rattner, H.: Roentgen Ray Dermatitis with 
Ulcer, ibid. 38:593 (March) 1936. (c) Daughtridge, A. L.: Aloe Vera in Treat- 
ment of X-Ray Ulcer, to be published. (d) Rostenberg, Adolph, in discussion on 
McLaughlin.* 
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tions were not observed until from four to six months later. The patient 
the Mayo Clinic in November 1934, where diagnoses of actinic dermatitis 
and chronic eczematoid dermatitis was made and a biopsy was performed. The 
logic section revealed no evidence of malignant degeneration. Examination 
ugust 1935 revealed marked atrophy and telangiectasia of the dorsa of both 


ulce 
visit 


in 


hands, including the fingers. Numerous keratoses and sclerotic papules were also 














Fig. 1 (case 1).—A, photograph taken five weeks after treatment with fresh 
whole leaf of Aloe vera was started. Healing is just commencing. Attention is 
called to the small ulcer on the mesial side of the little finger, to the exposed 
tendon in the lower right portion of the large ulcer and to the flexion deformity 
of the fingers, B, photograph taken after the fresh whole leaf of Aloe vera had 
been used for nearly nine months. The ulcers have completely healed although a 
few keratoses and sclerotic papules are still present. 


noted. There was in addition marked flexion deformity of the fingers of the right 
hand. In the center of the dorsum of this hand was a deep ulcer the size of a 
half-dollar with superimposed crusting. This ulcer was sufficiently deep to expose 
the underlying tendon. 
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Treatment and Course——Before August 1935 the patient employed various types 
of local medication, none of which afforded him any relief. He had read about the 
use of the fresh whole leaf of Aloe vera and had tried it on his own initiative for 
about two weeks, but no improvement had resulted. Under my supervision the 
patient received at various times the following therapeutic measures: application 
of wet dressings of saline solution, boric acid, thioglycerol and cysteine hydro- 
chloride; treatment with various bland and stimulating ointments, including 
bismuth subnitrate and neoarsphenamine; application of adhesive dressings, and 
superficial cauterization of the edges with the actual cautery. Little improvement 
was noted as a result of any of these measures. 

As the pavaex treatment had been successful in relieving various types of 
ulcerations of the extremities, it was decided to try it on this patient. H, 
received daily treatment with the pavaex machine from February 11 to Februar, 
28, at which time treatment was suspended because of intense local pain and 
definite progression of the ulceration. These treatments were given for from one 
to two hours daily. The rate was four cycles per minute, the positive pressure 
90 mm. of mercury and the negative pressure 20 mm. of mercury. At the advice 
of Dr, Oliver Ormsby treatment with the leaf of Aloe vera was again started on 
March 11, 1936. There was no relief from pain for two and a half weeks. Definite 
signs of healing were not observed until approximately five weeks after the begin- 
ning of this treatment. The fresh whole leaf was used on the large ulcer; oint- 
ment was employed on the rest of the hand. The patient continued this treatment 
until the middle of November 1936. The treatment was interrupted on several occa- 
sions because of local irritation and development of verrucous lesions, during which 
time wet dressings of saline solution and cod liver oil ointment were applied. The 
patient was last seen on Nov. 17, 1936, at which time the entire ulcer had healed, 
although there were still a few keratoses and sclerotic areas. The texture of 
the skin, however, had been markedly improved. At the present time he is using 
8 per cent viosterol in a proprietary ointment base. This was recently recom- 
mended by McLaughlin.* 

Case 2.—W. C., a man aged 46, consulted me for the first time on Jan. 16, 
1936, because of a severe dermatitis involving both hands, The history revealed 
that the condition started two or three years before and that he received from 
twenty to thirty roentgen treatments during the past year and a half. About a 
month: before consulting me he first noted marked swelling of the hands, with 
excessive dryness and the appearance of small blood vessels under the skin. 
Examination revealed an eruption confined for the most part to the hands. The 
left hand was markedly edematous and presented an underlying erythema, super- 
imposed on which there were numerous vesicles and pustules from the size of 4 
pinhead to that of a pea. On the inner surface of the little finger there was 2 
superficial pea-sized ulceration. Areas of definite atrophy and telangiectasia asso- 
ciated with rather marked dryness and scaliness were scattered throughout the 
dorsa and palms of both hands. In addition, there was some mild interdigital 
tineal infection. The impression at the time was that the condition was a roent- 
gen ray dermatitis with a superimposed trichophytid and secondary infection. The 
patient was hospitalized, and the hands were treated with soaks in bland antiseptics 
and wet dressings. During the patient’s stay in the hospital, in spite of the therapy, 
the devitalized tissue broke down and numerous ulcerations formed, the largest on: 


4. McLaughlin, Robert: Roentgen Ray Dermatitis Treated with Ointment 
Containing Viosterol, Arch. Dermat. & Syph. 34:901 (Nov.) 1936. 
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bout the size of a dollar, Because of the marked lymphatic edema of the 
right hand, Dr. Malcolm Thompson, a surgeon, was called in consultation. He sug- 
eested the use of the pavaex machine. This therapy was started while the patient 
was <till confined to the hospital and was continued for twelve successive days after * 
he became ambulatory. The technic was much the same as that used in case 1. 
As in case 1, moreover, this form of treatment had to be discontinued, because 
of increased pain and definite progression in the size of the ulcers. The patient 


being 





| 














Fig. 2 (case 2) —A, photograph taken nearly five weeks after treatment with 
fresh whole leaf of Aloe vera was started. The larger ulcer is only about hali 
its original size, and most of the smaller ones have healed completely. 8B, 
photograph taken nearly three months after treatment with the fresh whole leaf of 
Aloe vera was begun. Healing is complete. The white areas denote the size of 
the original ulcers. 


suffered pain so severe as to require opiates. Before treatment with Aloe vera 
was started measures similar to those used in case 1 had been employed. No 
improvement was noted. Treatment with fresh whole leaf of Aloe vera was started 
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on March 3, 1936. The patient was free from most of the pain within from twenty. 
four to thirty-six hours, and beginning healing was observed in a few days 
Healing was complete by May 27, 1936. During the treatment with th« fresh 
* whole leaf verrucous lesions developed in this case as in case 1. The patient was 
last seen on Nov. 17, 1936, at which time the ulcer was still healed. There were 
still, of course, marked atrophy and telangiectasia. 


COMMENT 


There are many interesting features in connection with the two 
cases reported. 

In case 1 there was no relief from pain for two or three weeks 
after the fresh whole leaf was used. This is somewhat unusual, for 
as a rule if relief is to be secured it is noted in three or four days. 
In case 2, although the pain was so severe as to require opiates, it had 
almost entirely subsided forty-eight hours after the use of the leaf 
was started. 

In case 1 the onset of healing was not noted until the leaf had 
been used for from five to six weeks. In fact, improvement was so 
slow that on several occasions I almost discontinued its use. Because 
there was nothing better to offer the patient, however, this method of 
therapy was continued. If the ulcer had been in any location other 
than overlying tendons, its removal with skin grafting would have 
been recommended. The fact that this ulcer healed after such a slow 
beginning makes one wonder if most roentgen ray ulcers will not heal if 
the use of the fresh whole leaf of Aloe vera is continued long enough. 
Apparently the reason for slow healing is that only certain parts of the 
edge of the ulcer are capable of regenerating epithelium. Consequently, 
if this area is relatively small in comparison with the size of the ulcer 
it naturally takes a great deal of time before new epithelium fills in the 
entire ulcerated area. This was undoubtedly true in this case. Healing 
proceeded from only one or two areas and not from the entire edge or 
diffusely from the bottom of the ulcer. 

In case 2 beginning epithelization was noted in from forty-eight 
to seventy-two hours, although the ulcer did not heal completely for 
nearly three months. An interesting observation in both of the cases 
was the development of verrucous lesions, apparently a result of stimu- 
lation of the epithelium. This has been noted previously.** It was 
hoped that pavaex treatment would stimulate healing. In both cases, 
however, it was discontinued because of increase in local pain and 
definite progression in the size of the ulcerations. No explanation for 
this is offered except that instead of increasing the local circulation the 
suction may have destroyed the delicate nerves and capillaries. 

In both of these cases the fresh whole leaf of Aloe vera was much 
more efficacious than the ointment, especially when employed on ulcer- 
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ated areas. The ointment, however, proved fairly satisfactory in the 
treatment of small erosions, ulcers and keratoses. It also improved 
the general texture of the skin. 

Although the ulcers healed completely, it is still too early to predict 
whether or not the results are permanent. Neither patient has a normal- 
appearing or normal-functioning hand. Both present atrophy, scarring, 
telangiectasia and limitation of motion of some of the involved fingers. 
The involvement of the fingers was present, however, in case 1 when 
the patient was first observed. An attempt was made to avoid these 
sequelae as much as possible in case 2 by insisting that active and passive 
motion of the fingers be carried out during treatment. Apparently, 
however, these instructions were not followed conscientiously. It is 
suggested that if such deformities are to be prevented in the future the 
patients be made to realize the importance of exercises. 


SUMMARY AND CONCLUSIONS 


Two cases of roentgen ray ulcers are reported in which complete 
healing followed the use of the fresh whole leaf of Aloe vera. 

The duration of the ulcer is important with regard to immediate 
prognosis. In the two cases under consideration pain disappeared and 
healing occurred much sooner in the ulcer which had been present the 
shorter period of time. It is felt that treatment should be continued 
with the fresh whole leaf for at least from three to nine months before 
the condition is considered refractory or the treatment is discontinued. 

In the two cases reported the fresh whole leaf of Aloe vera proved 
to be much more efficacious than the ointment in the treatment of the 
ulcer. The latter, however, was fairly satisfactory in treating some of 
the smaller keratoses and in improving the general tone and texture 
of the skin. 

In both cases there were marked increase in pain and definite pro- 
gression in the size of the ulcerations while pavaex treatment was used. 





Bi ib ia 


TINEA CAPITIS WITH KERION IN AN ADULT 
CAUSED BY TRICHOPHYTON GYPSEUM- 
LACTICOLOR 


CLYDE L. CUMMER, M.D. 
CLEVELAND 


Trichophyton lacticolor (Sabouraud, 1910) was observed by Sabou- 
raud only twice in five hundred cases of dermatomycoses.’ Bruhns and 
Alexander? stated that this fungus has been observed in Germany 
though not exactly frequently. In both of Sabouraud’s cases the con- 











Photograph showing eruption in the left occipital region. 


dition was of the phlegmonous kerionic and lymphatic type; in one it 
affected the beard and in one the forearm. According to Dodge,* Ecto- 
trichophyton lacticolor (Sabouraud) produces kerion of the beard and 
is easily inoculable into guinea-pigs. It is rare, according to him, and 


1. Sabouraud, R.: Les teignes, Paris, Masson & Cie, 1910, pp. 362-368. 

2. Bruhns, C., and Alexander, A.: Allegemeine Mykologie, in Jadassohn, J.: 
Handbuch der Haut- und Geschlechtskrankheiten, Berlin, Julius Springer, 1928, 
vol. 11, p. 178. 

3. Dodge, C. W.: Medical Mycology, St. Louis, C. V. Mosby Company, 


1935, p. 501. 
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has been reported from France, Germany, Sweden, Hungary, Japan, 
New York and Sao Paulo, Brazil. Because of the comparatively rare 
occurrence, the following case seems worthy of report. 


REPORT OF A CASE 


W. H., a man aged 37, was first seen by me on April 18, 1927. He com- 
plained of an “eruption on the scalp” which had started two months previously 
as an elliptic “blotch” on the smooth skin and had spread to the hairy portion 
of the scalp in spite of roentgen irradiation and application of various salves. 

Examination showed in the left occipital region an area about the size of 
the palm in which the skin was dusky red, definitely elevated and undermined, 
studded with numerous follicular pustules and partially covered with crusts com- 
posed of dried yellow pus. Removal of the crusts exposed cribriform openings 
from which pus exuded freely. On palpation the entire area seemed boggy, 
although not definitely fluctuant. Surrounding this area were numerous outlying 
small yellow pustules. Cultures on ordinary agar slants were sterile. 

The local application of sulfur and cinnabar (red mercuric sulfide) ointment 
following compresses of boric acid brought about no improvement. Potassium 
iodide was administered in increasing doses up to 25 drops of the saturated 
solution three times daily. Whether cure was due to this or not I am unable to 
say, but on May 17, fifteen days later, the scalp had cleared entirely. 

Occasional isolated pustules continued to appear on the scalp and on the 
cheek, and administration of iodides was continued with intermissions until July 7, 
when nasal discharge (presumably due to iodism) became bothersome. The scalp 
and the face were clear and have remained so. The patient has been seen at 
intervals since. 

Cultures on Sabouraud’s medium made by Dr. John Gammel showed Tri- 
chophyton gypseum-lacticolor. Cultures were sent by him to Professor Pollaci, 
director of the mycologic laboratory of the University of Pavia, who confirmed 
the diagnosis. 


1010 Hanna Building. 





Minor Notes 


SULFUR SOAP PASTE IN THE TREATMENT OF 
SCABIES 


Rocer A. Noian, M.D. 
Commander, Medical Corps, United States Navy 


SAN DIEGO, CALIF. 


The present methods of treatment for scabies, in which the use of sulfur oint- 
ments plays a major role, are not without economic disadvantages, such as loss of 
time from studies or other occupations and damage to clothing from ointment bases. 
This economic loss and the discomfort attendant on the treatment have been over- 
come by the use of a bland paste soap as a vehicle for the sulfur, which is applied 
as a copious lather and allowed to dry, leaving a film of sulfur on the body. For 
treatment, this procedure is repeated for three days, daily changes of underwear 
being prescribed. When necessary, as in barracks, it is possible to give the treat- 
ment to a large number of men in a short time by instructing them, in formation, 
that each apply the soap paste to the back of the man in front, lather well and 
then cover himself thoroughly with fresh lather. One application is sufficient 
for prophylaxis of an exposed person. 


The sulfur soap paste I have used contains 18 per cent sulfur, whereas compound 
ointment of sulfur N, F. contains 15 per cent, and only about 4 Gm. is required 
for satisfactory coverage. Since about 85 Gm. of sulfur ointment (equivalent to 
12.8 Gm. of sulfur) is ordinarily used, in my opinion the soap base preparation con- 
taining only 0.72 Gm. of sulfur is preferable because of lessened danger of 
dermatitis. I believe that less than 0.33 Gm. of sulfur evenly distributed in a thin 
soap film over the surface of the body produces sufficient hydrogen sulfide to dis- 
courage the itch mite from lodging in the seams of the garments and in the under- 
clothing. It was noted that when sulfur was mixed in a soapy solution, bubbles 
blown and held before a light made it possible to count the granules of sulfur as 
they gyrated rapidly, exposing their respective prismatic sides to the atmosphere. 
Each granule was separate and distinct, and when the bubble was allowed to touch 
the skin the resulting collapse diffused a fine layer of sulfur on the surface of 
the body. Dispersion in a lather therefore makes possible wide coverage by small 
quantities of activated sulfur. Comparative determinations were made of produc- 
tion of hydrogen sulfide and of its penetration of clothing when sulfur was applied 
to the body in the new soap base and in the usual grease bases. It was found that 
the test substances, lead acetate paper and silver-foil, when carried in the pockets 
were discolored less rapidly when the grease base was used. This I attribute to 
the fact that the granules of sulfur must free themselves from their coating of 
grease before noticeable action takes place. 

I have used this preparation and method of application on large numbers of 
patients under varying conditions ranging from service with expeditionary forces 
to tropical countries to health surveys of rural schoois in the United States, and 
I have found the entire procedure to be exceedingly simple, efficient and inex- 


pensive. 












GRUND—LYMPHANGIOMA CIRCUMSCRIPTUM 






SUMMARY 






A method of treatment and prophylaxis of scabies is described, consisting of the 
application for three days of a sulfur soap paste lather. One application suffices 
jor prophylaxis. The use of a soap lather as a vehicle for dispersion of sulfur 
makes it possible to cover the body with less sulfur than is required with greasy 
ointment bases. 

The likelihood of producing a sulfur dermatitis is diminished by the small 
quantity of sulfur required. 

Damage to clothing and discomfort due to ointment base vehicles are absent in 
the treatment with sulfur soap paste. 

This method is well adapted to treatment and prophylaxis of large numbers 
of persons in a short time. 














U. S. S. Dobbin, Flagship, Destroyers’ Scouting Force. 












TREATMENT OF LYMPHANGIOMA CIRCUMSCRIPTUM 
WITH SCLEROSING SOLUTION 






J. L. Grunp, M.D., Boston 







Various forms of treatment have been recommended for the removal of lymph- 
angioma circumscriptum, radical excision, electrolysis and applications of radium 
being among those most commonly employed, with varying results. The follow- 
ing is a brief description of the effect of treatment of this form of nevus with a 
solution of quinine hydrochloride and ethyl carbamate. 

A boy aged 13 was seen in September 1936 because of a raised translucent 
lesion the size of a 25 cent piece and of irregular shape on the middle part of 
his back. It had been present since birth and conformed clinically with lymph- 
angioma circumscriptum. A year previously a plaque of radium had been applied 
once and had produced no change. 

An injection of 1 cc. of a solution of quinine hydrochloride and ethyl carbamate 
was introduced into the nevus. Four days later the lesion was replaced by a 
flat blackish red, slightly necrotic-appearing area of similar size. This was soon 
replaced by a thin crust. Two weeks after the treatment a small pink spot the 
size of a 5 cent piece indicated the former location of the nevus. At the time of 
writing (July 1937) the lesion has not returned, and only a barely perceptible 
scar can be noted. 

The immediate effect of the treatment in this case, together with its simplicity 
and the excellent cosmetic result obtained, warrants its trial in other similar 
instances, 


















Editorial 


CARE IN PREPARATION OF MANUSCRIPTS 


In a recent editorial a plea was made for brevity in medical writing. 
A request is now made for greater care in the preparation of manu- 
scripts. Many articles which are offered for publication in the Arcuives 
are of intrinsic value but are poorly constructed and carelessly written, 


This communication refers not to style in medical writing, which is a 
matter of individual talent and experience, but to the technic of pre- 
paring manuscripts. The necessary information on this subject is given 
in a book by Fishbein entitled “Medical Writing.” + Every contributor 
to the Arcuives should be thoroughly familiar with this book, every 
word of which is instructive and much of which is entertaining. It 
contains information of value on the construction of original articles, 
charts, tables, bibliographies and illustrations. The use of the words 
“very,” “marked” and “quite,” for instance, would be curtailed by an 
author who had read this book. 

In dermatologic writing the words “syphilis” and “syphilitic” should 
be used instead of “lues” and “luetic” (hog Latin), and the term used 
to designate the causative organism of syphilis should be “Spirochaeta 
pallida.” Terms which are used in the ARcHIVEs include “roentgen rays” 
(plural) ; “man and woman” or “boy and girl,” not “male and female,” 
and “cutaneous,” not “skin,” when the term is used as an adjective. 
A pet aversion of the editor is the term “palms of the hands and soles 
of the feet.” A writer who uses this expression might just as properly 
speak of the “teeth of the mouth.” Another outrageous expression is 
“there was no pathology.” Certainly no author in his right mind would 
say “there was no dermatology” when writing about a patient who was 
free from cutaneous lesions. 

Time and trouble for the editor would be saved if the average author 
realized the necessity of writing his name and an appropriate legend 
on the back of each illustration, in addition to listing such legends on a 
numbered page of his manuscript. The request to do this is made to 
lessen the chance of loss of the illustrations in passing through the 
hands of manuscript editors, lithographers and printers. He is also 
asked to indicate the top of the illustration by an arrow and the word 
“top.” Such designation is necessary particularly on some histologic 
sections, as the printer is not a trained histopathologist. 


1. Fishbein, Morris: Medical Writing, Chicago, American Medical Association, 
to be published. 
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Correspondence, and sometimes delay in publication, will be obviated 
if the author will indicate how photomicrographs that are larger than 
414, or at the outside 5, inches square are to be reduced to that size. 
Some authors prefer to show only part of a picture rather than have 
the magnification reduced, while others want the entire illustration 
reproduced, regardless of the amount of reduction in magnification 
necessary. Therefore, the author himself must make the decision. 

The bugbear of some American dermatologists seems to be Latin 
terminations. In the new edition of the book on medical writing a brief 
section is devoted to Latin terminology for the benefit of those who 
are not thoroughly familiar with this subject. 

Authors are requested to use the names of diseases listed in the 
“National Classified Nomenclature of Disease.” The terms given in 
this volume have been adopted by many leading hospitals and national 
societies and are used in publications of the American Medical 


Association. 


H. F. 





Obituaries 


GEORGE H. SIMMONS, M.D. 
1852-1937 


The death of Dr. George H. Simmons is significant for the Arcuives 
oF DERMATOLOGY AND SypHILoLocy; Dr. Simmons, more than any 
one else perhaps, made possible its founding as successor to the Journal 
of Cutaneous Diseases. He was the guiding spirit in the establishment by 
the American Medical Association of its various special journals. In 
doing this he was moved solely by the feeling that the support of special 
journals was worth while not only for the specialties themselves but for 
medicine as a whole. Certainly that was the Association’s reason for 
establishing the ARCHIVES OF DERMATOLOGY AND SYPHILOLOGY. He 
of course had the sponsorship of the Trustees in all his enterprises, 

Dr. Simmons was a great man. He first showed his abilities in 
medical organization in Nebraska and made so notable a success that 
when the American Medical Association was reorganized in 1899 it 
selected him as its Editor and General Secretary. He was virtually 
the head of the business organization of the Association from 1899 and 
as Editor and General Manager was formally that from 1911 to 1924. 
And he was much more than a formal head; he was the leading spirit 
in the organization. He was a leader or a participant in the many sound 
enterprises for the improvement of medicine that the Association under- 
took during that period. He was responsible for the Council on Medical 
Education and Hospitals and for the Council on Pharmacy and Chem- 
istry, two of the Association’s most useful organizations. He was 
responsible for the “American Medical Directory” and for that useful 
publication the Quarterly Cumulative Index Medicus, the only current 
work that publishes a complete bibliography of medical literature. 

In all these activities Dr. Simmons was motivated solely by unselfish 
interest in medicine. His burden was enormous, not only in carrying 
on the proper work of the Association but in bearing the animosity 
and at times virulent hostility that his activities caused among those 
whom it hurt. At one period he was the object of such scurrilous attacks 
as few men have to bear. He passed through them unscathed, and he 
defeated the detractors by his contemptuous silence. He was a noble 
character. He was a man whom his intimates learned to love. He was 
not gruff or irritable, but he was not easy to know. He did not carry 
his feelings on his sleeve, but he had deep affection and admiration. 

All in all, he was probably the most useful man of his time to 
American medicine, and he was a benefactor of dermatology. 


WrttiaM ALLEN Pusey, Chicago. 











GEORGE H. SIMMONS, M.D. 
1852-1937 





News and Comment 


THE SOCIETY FOR INVESTIGATIVE DERMATOLOGY, INC. 


Announcement of the Formation of a New Dermatologic Society 
and the Publication of a New Dermatologic Journal 


A new society, the Society for Investigative Dermatology, Inc., was founded 
at a meeting at the Hotel Dennis, Atlantic City, June 10, 1937. The objectives 
of the new society and its journal include the assembly under one cover of reports 
of all the numerous types of investigative work dealing with the skin and its func- 
tions and reactions, both physiologic and pathologic. A great portion of this work, 
now carried on by nondermatologists and in nondermatologic institutions, is 
appearing in nondermatologic journals devoted to medicine and allied sciences. 

The following men were elected officers and directors of the new organization: 
Dr. George M. MacKee, New York, president; Dr. Joseph V. Klauder, Phila- 
delphia, vice president; Dr. S. W. Becker, Chicago, secretary; Dr. J. Gardner 
Hopkins, New York, treasurer, and Drs. Sigmund Pollitzer, New York, John 
Stokes, Philadelphia, Hamilton Montgomery, Rochester, Minn., Samuel M. Peck, 
New York, and Marion B. Sulzberger, New York, directors. 

Further information may be obtained from the secretary, Dr. S. W. Becker, 
950 East Fifty-Ninth Street, Chicago. 


COURSE IN CONTROL OF VENEREAL DISEASE 


Howard University, Washington, D. C., in cooperation with the United States 
Public Health Service, the Health Department of the District of Columbia and 
the Freedmen’s Hospital, has established a postgraduate course in the control of 
venereal disease, with Dr. H. H. Hazen as director. This course will be given 
in three sessions of three months each during the 1937-1938 school year. The 
course aims to give special training to selected Negro physicians in the prevention, 
control, diagnosis and treatment of venereal diseases, with a view to preparing 
them for greater service to their country in the nation-wide program for control 
of venereal disease. The course is open only to physicians who are referred by 
the state health officers. Registration for each session of three months is limited 
to fifteen physicians, and only physicians who are graduates of approved medical 
schools and have served at least one year’s internship in an approved hospital will 
be accepted for registration. 

There is an abundance of material, both in the wards and in the outpatient 
department, and students will have an opportunity to see autopsies on syphilitic 
patients. Special stress will be laid on the public health aspects of venereal 
diseases. 

Application blanks for admission may be secured from the dean of the College 
of Medicine, Howard University, or from a state health officer. Completed appli- 
cations should be forwarded to the registrar, Howard University, Washington, D. C. 

Requests for further information should be addressed to the dean of the College 


of Medicine. 













NEWS AND COMMENT 






AMERICAN ACADEMY OF DERMATOLOGY AND 
SYPHILOLOGY 


At the meeting of the Section on Dermatology and Syphilology of the American 
Medical Associaticn on June 11 a committee of seven was appointed to study the 
question of forming an American Academy of Dermatology and Syphilology. This 
committee was later enlarged to seventeen members, who met in Chicago on 
September 10 and voted unanimously to form the propesed academy. The work 
of organization is now in progress, and it is hoped that the academy will be able 
to function next year. The committee of organization consists of Drs. H. N. Cole, 
Cleveland; H. R. Foerster, Milwaukee; C. Guy Lane, Boston; George M. MacKee, 
New York; Howard Morrow, San Francisco; Paul A. O’Leary, Rochester, 
Minn.; Oliver S. Ormsby, Chicago; Earl D. Osberne, Buffalo; William Allen 
Pusey, Chicago; E. B. Tauber, Cincinnati; H. J. Templeton, Oakland, Calif. ; 
Martin van Studdiford, New Orleans; Fred D. Weidman, Philadelphia; Richard 
S. Weiss, St. Louis; Udo J. Wile, Ann Arbor, Mich.; Fred Wise, New York, 
and Howard Fox, New York, chairman. 


















TENTH INTERNATIONAL CONGRESS OF 
DERMATOLOGY 


On Sept. 10, 1937, there was a meeting of a committee appointed by the 
American Dermatological Association and the Section on Dermatology and Syphil- 
ology of the American Medical Association to make arrangements for the Tenth 
International Congress of Dermatclogy and Syphilology, to be held in the United 
States. It was decided to hold the congress in New York during the summer of 
1940. Dr. Oliver S. Ormsby was elected president and Dr. Paul A. O’Leary 
secretary-general of the congress. 










ATLAS TO BE PUBLISHED BY NINTH INTERNATIONAL 
CONGRESS OF DERMATOLOGY AND SYPHILOLOGY 


The last (Sth) volume of the reports of the Ninth International Congress of 
Dermatology and Syphilology will appear in February 1938. This volume will be 
an Atlas, “Corpus iconum morborum cutaneorum,” of about 1,100 pages, with more 
than 4,000 illustrations, many of which will be in four colors, contributed by 490 
clinicians of 44 countries. 

Besides rare, newly described cutaneous diseases, special stress has been laid 
on the borderline conditions. Of the illustrations 105 relate to internal medicine 
(30 to hematology, 25 to endocrinology, 10 to avitaminoses, etc.), 50 to surgery, 
82 to children’s diseases, 20 to women’s diseases, 20 to neurology, 320 to syphilology, 
195 to tuberculosis, 400 to mycologic processes, 100 to tropical diseases, 18 to legal 
medicine and 88 to veterinary dermatology. 

The volume is intended to be a monument to present day knowledge of dermatol- 
ogy. It will be presented to all regular members of the Ninth International Con- 
gress of Dermatology and Syphilology. 

Comparatively few copies will be for sale, and a second edition is not planned. 
Those who are interested in “Corpus iconum morborum cutaneorum” for them- 
selves, their hospitals or their libraries are therefore requested to write without 
delay to the publishing committee of the Ninth International Congress of Dermatol- 
ogy and Syphilology (VIII Maria-utca 41, Budapest, Hungary) for a free detailed 
and richly illustrated prospectus. 





















Abstracts from Current Literature 


EpItep BY Dr. HERBERT RATTNER 


NUCLEAR Sizes IN GrowtH Distursances. W. E. Enricu, Am. J. M. Sc. 
192:772 (Dec.) 1936. 


Ehrich states that according to Heidenhain the volumes of cells of a given 
tissue follow a law of growth in constant proportion whether the growth is due 
to mitosis, amitosis or “inner division” (simple enlargement of a cell without 
nuclear or cytoplasmic division). Since the ratio of nuclear to cytoplasmic volume 
of the cells of a tissue is constant, Ehrich estimated only the size of nuclei. 

Functional influences and other mechanisms result in numerous variations in 
the size of nuclei in normal tissues, in hypertrophy and in atrophy. In benign 
tumors cells larger than the mother cells are observed; the increased size is due 
to swelling. Malignant tumors are characterized by cells which are double or 
fourfold the size of their mother cells, an anatomic expression of anaplasia or 
cataplasia of these tumors. 


CHRONIC MENINGOCOCCUS SEPTICEMIA. EMANUEL APPELBAUM, Am. J. M. Sc. 
193:96 (Jan.) 1937. 

Chronic meningococcic septicemia is characterized by a sudden onset, with 
headache, fever, pains in the joints and a cutaneous eruption which appears early 
and is the most striking feature of the disease. The eruption is usually maculo- 
papular or polymorphous. The lesions are of various colors and sizes, and deep 
painful nodes may be observed. Petechial and larger hemorrhagic lesions are also 
seen. Among the more characteristic lesions are (1) hemorrhagic areas the size 
of pinheads surrounded by a macular areola and (2) irregularly round hemorrhagic 
areas with bluish gray centers containing pus cells. Hemorrhages into the mucous 
membrane are occasionally present. 

The eruption may be localized or diffused, and its character may change during 
the course of the disease, a tendency for the lesions to recur in crops with each 
rise in temperature being present. The patient's general condition remains good, 
although complications such as meningitis are not uncommon. 

The spinal fluid may be normal, and repeated cultures of the blood may be 
necessary to establish the diagnosis. The organisms were not observed in several 
biopsies of material from cutaneous lesions. 

In the past this disease has probably been confused with other septicemias. 
Its early recognition and the intravenous administration of antimeningococcus 
serum give a favorable prognosis, and the course of the disease may be shortened 
from the average duration of several months. Lyncu, St. Paul. 


Tue MEDICAL TREATMENT OF RINGWORM OF THE Scar. D. E. H. CLeverann, 
Canad. M. A. J. 36:38 (Jan.) 1937. 

It has been the experience of Cleveland that roentgen epilation is an unnecessary 
procedure in the treatment of patients with tinea capitis as seen in the northwest 
region of the Pacific coast. His best results have been obtained by the use of a 
10 per cent ammoniated mercury ointment in conjunction with mercurochrome as 
first advocated by Lieberthal. Since 1933, Cleveland treated thirty-one patients 
by the method of Lieberthal and succeeded in effecting a cure in all but one. 

{It is unfortunate that this report does not include cultural studies. A few 
specimens of hairs from patients with tinea capitis from northern California have 
been obtained, and the resultant growths were all Microsporum lanosum. It has 
been my experience that the so-called Lieberthal treatment is not successful in the 
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nt of the resistant forms of tinea capitis. Furthermore, this type of therapy 


eal 

na not been found to possess any advantage over the use of numerous other prep- 
arations in the treatment of the less resistant forms. In well over fifty patients 
with tinea capitis caused by microsporons pathogenic for animals whom I have 
seen the past two years, response was obtained in all instances to local applica- 
tions of various kinds, and the average time for cure was between seven and eight 
weeks.—Abstracter. ] Lewis, New York. 


ExcreTION OF MALE Hormones: I, Cnartes D. Kocnaxran, Endocrinology 
21:60 (Jan.) 1937. 


Kochakian confirmed the observations of previous workers that the urinary 
excretion of androgen by men decreases with age, and he attempted to establish 
a standard for the excretion of this substance by young men. 

Approximately 90 per cent of an androgenic substance suspended in oil and 
injected subcutaneously in men or animals could not be recovered in the urine 


or feces; its fate is not known. Lyncn, St. Paul. 


Lupus EryTHEMATOSUS: A MopIFICATION OF THERAPY WITH GoLD CoMPOUNDS. 
H. S. AtpEN and J. W. Jones, J. A. M. A. 107:1203 (Oct. 10) 1936. 


Alden and Jones report that during the past five years they have treated fifteen 
patients with lupus erythematosus. Twelve of these patients were suitable for 
study. The treatment consisted of injecting subcutaneously, preferably three times 
a week, 25 mg. or less of a stable solution of gold and sodium thiosulfate. The 
results of this modification of treatment compared favorably with those obtained 
from the intravenous administration of the same drug. The chief advantage of 
the subcutaneous route is the lessened risk of dangerous sequelae. 


ROLE OF SYPHILIS OF THE NERVOUS SYSTEM IN THE PRODUCTION OF MENTAL 
DisEASE, M. Moore and H. H. Merritt, J. A. M. A. 107:1292 (Oct. 17) 
1936. 


In a study of the records of the Boston Psychopathic Hospital from 1912 to 
1934, Moore and Merritt found 2,832 patients out of a total number of 40,848 
were suffering from some form of syphilis of the nervous system. Of these, 364 
patients were excluded from consideration, since in them syphilis was not con- 
sidered the cause of the psychosis. The remaining 2,468 patients were found to 
be suffering from the following diseases: dementia paralytica (91.2 per cent); 
the tabetic form of dementia paralytica (2.7 per cent); meningovascular neuro- 
syphilis (5.6 per cent) and undifferentiated neurosyphilis (0.5 per cent). Syphilis 
of the nervous system was found to be the cause of mental disease in 9.3 per cent 
of the total number of patients admitted. 


SEVERE XEROSTOMIA FROM X-RAY TREATMENT FOR HypertricnHosis. S. S. GREEN- 
BAUM and H, Tumen, J. A. M. A. 107:1297 (Oct. 17) 1936. 


Greenbaum and Tumen report the case of a woman aged 52 who received about 
twenty-four roentgen treatments to both sides of the face for hypertrichosis. The 
treatments were administered by a commercial concern that employed filtered rays 
in a so-called new system. General oral soreness, especially involvement of 
the tongue, and excessive dryness of the mouth were present. The soreness was 
aggravated by ingestion of spice and of hot foods and by smoking. The lingual 
epithelium had an atrophic appearance. Cutaneous atrophy and telangiectasia had 
not yet appeared, 
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Tue Use or STANDARDIZED Mouse BRAIN ANTIGEN FOR THE PERFORMANCE oF 
THE Fret TEST FOR LYMPHOGRANULOMA INGUINALE. A. W. Grace and 
F. H. Susxrnp, J. A. M. A. 107:1359 (Oct. 24) 1936. 


According to Grace and Suskind reliance on antigen made from human pus for 
the performance of the Frei test has certain disadvantages: (1) sufficient pus js 
difficult to obtain; (2) the pus is frequently contaminated with organisms and 
unsuitable; (3) the antigen content varies in different cases. These difficulties have 
been obviated by the use of antigen from the brain of mice with lymphogranuloma, 
since a sufficiently virulent strain may be transmitted indefinitely through mice, 
chance of contamination may be controlled and a product capable of standardization 
may be obtained. Grace and Suskind subjected such antigen to thorough clinical 
trial. They used ninety-five specimens ot antigen which they prepared and forty- 
one specimens of a commercial antigen in 171 tests in 50 persons known to have 
had lymphogranuloma venereum (inguinale). These same antigens were used in 
241 control tests in 128 persons who never had the disease. Antigen from the 
brain of normal mice was administered to 183 persons. A reaction was considered 
positive when an erythematous papule 7 mm. or more in diameter was produced 
at the site of the injection after from forty-eight to seventy-two hours. Reactions 
less than 7 mm. were considered the normal inflammatory response to a foreign 
protein. Positive reactions occurred in every instance with mouse brain antigen 
in patients with lymphogranuloma venereum (inguinale). In none of the 424 con- 
trol tests was a papule produced as large as 7 mm. in diameter; the average 
diameter of nonspecific reactions was approximately 4 mm. The value of the 
mouse brain antigen kept for up to two years has not been impaired in any way. 


A Raprp CutturAL METHOD For THE DIAGNosIS OF TINEA INFeEcTION. F, L, 
BLUMENTHAL and P. S. Snow, J. A. M. A. 107:1367 (Oct. 24) 1936. 


The method described by Blumenthal and Snow consists in collecting specimens 
after the skin has been partially sterilized, placing them on a clean slide, adding a 
few drops of maltose broth (Sabouraud) and covering the preparations with a 
cover slip. The preparations are ringed with wax to prevent drying. A com- 
parison was made between this method and the direct examination of tissue with 
potassium hydroxide and with Sabouraud’s maltose agar, in forty-eight cases of 
fungous infection of various types. The direct examination revealed the fungus in 
sixteen instances; on Sabouraud’s maltose agar, thirty-one growths appeared; 
while with the method of Blumenthal and Snow, thirty-five positive results were 
obtained. The chief advantage claimed by the authors is the reduction in the 
amount of time required for a positive result. Thus with the usual agar slant, 
an average of six and one-tenth days was required to obtain a growth, while with 
the slide culture the recognition of a fungous growth was possible in an average 
of one and eight-tenths days. 


THE PARADOXICAL BEHAVIOR OF THE WASSERMANN TEST IN LATENT SYPHILIS. 
L. Cuarcin and T. RosentHat, J. A. M. A, 107:1374 (Oct. 24) 1936. 


From a study of 500 patients with latent syphilis Chargin and Rosenthal found 
that the nature of the Wassermann reaction in patients receiving treatment or 
being under observation was totally unpredictable. All the patients had been 
treated for at least two years with alternating courses of an arsenical preparation 
and a heavy metal with occasional periods of rest. In 10 per cent, the Wassermann 
reaction was reversed to negative; in 23 per cent the reaction remained persistently 
positive; in 67 per cent, a paradoxical behavior resulted at various times in which 
there was a fluctuation from a positive to a negative reaction and vice versa as 
well as a variation in the grade of positivity. Because of the unpredictable nature 
of the reaction the authors considered the Wassermann test in latent syphilis an 
unreliable guide to therapy. 
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RorENTGEN THERAPY OF SoME InFections. F. M. Hopces and R. A. BERGER, 
1. A. M. A. 107:1551 (Nov. 7) 1936. 


On the basis of seventeen years of experience Hodges and Berger report on 
the use of roentgen therapy in the management of infections. The use of roentgen 
irradiation diminishes secondary manifestations of the primary lesion. The dis- 
integration of tissues in the process of destruction is hastened as a result of 
earlier and more profuse drainage of the treated area. The changes produced 
by irradiation are apparently based on the sensitivity of leukocytes, since roentgen 
rays have no lethal effect on pathogenic organisms in culture. The liberation of 
ferments, the stimulation of antibodies and an electrocolloidal and metabolic change 
in the cells have also been considered as effects from roentgen rays which would 
in turn be responsible for the clinical improvement As a working rule, Hodges 
and Berger postulate that the more acute the infection the smaller the dose of 
roentgen rays required. The following infections are so amenable to irradiation 
that no other form of treatment is necessary: (1) early localized erysipelas in 
adults; (2) furuncles and furunculosis; (3) granulomas; (4) infected heman- 
giomas; (5) cellulitis of certain types; (6) lymphangitis of certain types; (7) 
Mikulicz’ disease; (8) parotitis; (9) rhinophyma. In the management of car- 
buncles and of certain fungous infections, notably blastomycosis and sporotrichosis, 
roentgen radiation is an important adjunct to other remedies. 


Lewis, New: York. 


Srupies IN Contact Dermatitis: II. ApHEsIVE PLASTER DERMATITIS; CLINICAL 
AND IMMUNOLOGIC OBSERVATIONS ON PATIENTS SENSITIVE TO ADHESIVE 
PLaster. M. Grotnick, J. Allergy 7:556 (Sept.) 1936. 


Two types of dermatitis from adhesive plaster occur: nonspecific and specific. 
The nonspecific type is of short duration and is due to an interplay of mechanical 
factors, such as tension, friction, maceration due to heat and moisture, retained 
secretions, scratching, cutaneous infections and breaking down of the capillaries 
of the skin. The specific variety is more lasting and is more apt to show edema, 
vesicles and desquamation; also, positive reactions are obtained by contact patch 
tests made with one or more ingredients in the adhesive plaster. 

Only 2 specifically sensitive subjects were found among 275 normal persons 
tested with adhesive plaster. Five patients known to be sensitive to adhesive 
plaster were also tested. All 7 persons were found to be sensitive to rosin and 
3 also to native rubber. Specific adhesive plaster dermatitis seemed to occur in 
persons with dermatitis due to other contact irritants. Caro, Chicago. 


TISSUE CULTURE STUDIES ON BACTERIAL HYPERSENSITIVITY. JOHANNES K. MOEN, 
J. Exper. Med. 64:943 (Dec.) 1936. 


According to Moen the intrapleural injection of melted wax results in an exuda- 
tion of mononuclear cells practically free from body fluids. When tested in tissue 
culture these cells exhibited characteristic sensitivity to tuberculin; this showed 
that such sensitivity is an inherent characteristic of mesenchymal cells from tuber- 
culous animals. The fibroblastic growths resulting from repeated transplantations 
continued to show this sensitivity. Lyncn, St. Paul. 


THe Contro, oF Sypuitis: A CriticAL EXAMINATION OF SOME oF ITs PRos- 
LEMS. JoHN H. Stokes, Brit. J. Dermat. 48:527 (Nov.) 1936. 


In this paper, the Prosser-White Oration for 1936, Stokes undertakes first 
a critique of overconfidence, for, as he says, “In our planned rush upon syphilis, 
one can detect a rising tone of unguarded optimism even among the more experi- 
enced campaigners . . . and uncritical overconfidence defeats itself. 
In discussing the reservoir of infection he says that the organism of syphilis is 


” 
. 
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an opportunist the persistence of which in the anergic mouse warns of the human 
asymptomatic carrier. The anergic, hypergic and hyperallergic states in tubercy- 
losis are beginning to find parallels in syphilis. Refractoriness to treatment and 
consequently recurring unrecognized relapses are apparently on the increase, and 
drug-resistant organisms have been recognized. “These problems . . . chal- 
lenge the optimism of present-day chemotherapy.” Even diagnostic technic leaves 
much to be desired. The dark field examination sometimes fails to detect organ- 
isms in highly infective lymph nodes. Friihwald’s demonstration of the continued 
infectiousness despite a negative Wassermann reaction of the blood is cited, and 
finally, according to Stokes, the problem of paternal transmission in congenital 
syphilis “. . . rises perennially from its ashes with the supposed infection of 
the ovum by the sperm of the infective father within the seemingly healthy (but 
perhaps virus-carrying, immune) mother.” 

Koch’s postulates have not been satisfied for syphilis. The cultivated organism 
from the experimental animal remains avirulent. “Something is lacking—possibly 
the spirochetal form we see is only a concomitant, a saprophytic camp-follower 
of a missing something else. . . . 

“It may be . . . that we shall actually find ourselves tossed into the lap 
of the virus diseases as we develop our campaign for control. . . Granular 
forms, ring inclusions, intracellular bodies; infectivity without visibility; the 
hypertrophic characteristics . . . of the chancre and of gummas; the sudden 
catastrophic necroses . . . and the anergic, hypergic and hyperallergic states 
of the carrier, all suggest an under cover virus infection.” 

Similarly Stokes considers the shortcomings of existing laboratory tests, and 
of clinical knowledge of the course, symptomatology and epidemiology of syphilis. 
He stresses particularly the influence on epidemiology of alcohol, vice and _per- 
version, abuses that seemingly are increasing. 

He then turns from the “hidden springs of infection to discuss that much more 
hopeful subject, the cutting off of the surface supply to the infection reservoir 
by treatment.” The observations of the Cooperative Clinical Group are sum- 
marized, and in recommending the continuous method of treatment for early 
syphilis, Stokes coins an expression easy to remember—the so-called “30-0-60-3 
formula,” which consists of 30 injections of an arsenical preparation, 0 rest periods, 
60 injections of an insoluble preparation of bismuth and three years of treatment 
and observation. 

The paper is a long one, for the subject is discussed authoritatively from every 
imaginable angle, including the technical difficulties of the physician-clinic problem 
and social service. It is a timely and informative paper, and it should be read in 


full. RATTNER, Chicago. 


A Rare anp Unusuat CASE OF SCROFULODERMA. GANAPATI Panya, Calcutta 
M. J. 31:102 (Aug.) 1936. 

Panja describes an unusual case of tuberculosis cutis in a 72 year old man. The 
fungating growth, the absence of nodules, the degree of secondary inflammation, 
the advanced age and the apparently good health of the patient all suggest -that 
the condition may have been the rare type described by Riehl as tuberculosis 
fungosa cutis. Cases of a similar condition were described by Jadassohn and 
Pick and more recently by Michelson. Lyncn, St. Paul. 


CONTRIBUTION TO THE STUDY OF THE NEUROGENIC PATHOGENESIS OF DERMATOSES. 
O. PopvysorsKaya, Bull. biol. et méd. exper. 2:75, 1936. 


By blocking a nerve with procaine hydrochloride and administering diathermy, 
roentgen radiation or the galvanic current to the corresponding nerve segments 
the author has brought about marked improvement or cure in many dermatoses. 
Following the blocking of nerves by procaine hydrochloride there was diminished 
reactivity of the skin to ultraviolet rays lasting five or six days; less frequently 








ABSTRACTS FROM CURRENT LITERATURE 859 


this diminished reactivity was persistent. The skin also reacted less strongly to 
chloroform and to tuberculin. The same lessening of reactivity of the skin was 
chserved when it was painfully irritated simultaneously with the application of 
ultraviolet rays or of chloroform. In animals the cutaneous nerves of which were 
cut cutaneous reactions to chemical irritants appeared and disappeared quicker 
than in control animals. Hypersensitivity of the skin to procaine hydrochloride 
produced by rubbing this substance into the skin of those animals was also produced 
more rapidly. 

From these observations the author draws the following conclusions: By 
treatment of the nervous system normal physiologic conditions can be established 
in the skin. The reactivity of the skin is regulated and tuned up by the nervous 
Weaker irritations of the skin are modified under the influence of more 


system. 
‘ntensive irritations of the nervous system. Bioom, New York. 
PRIMARY CHANCRIFORM TUBERCULOUS ULCER OF THE VULVA ASSOCIATED WITH 


[INGUINAL ADENITIS. J. Gaté, P. CurLieret and J. Riou, Bull. Soc. frang. de 

dermat. et syph. 43:805 (May) 1936. 

The authors first presented the patient whose case is discussed before the 
dermatologic society of Lyon in November 1935, at which time she had a chancre- 
like ulcer of the vulva, inguinal adenitis and erythema nodosum, which were con- 
sidered as a primary complex. Tubercle bacilli were observed. Local therapy with 
zinc chloride, cauterization and roentgen therapy to the nodes resulted in healing 
except for a small fistula over the affected nodes. 

In January 1936 the patient, who was then five and a half months pregnant, was 
admitted to the hospital for observation. The general health was excellent. After 
the delivery of a normal infant at a later date, fever and profuse diarrhea developed 
two days post partum. Culture of the blood for tubercle bacilli gave negative 
results. Six days later the patient died. Autopsy showed miliary tuberculosis of 
the lungs and peritoneal cavity. Labor and delivery had apparently caused a com- 
plete upset in the way in which the patient was combating the tuberculous infection. 


CHANCRIFORM PYODERMA OF THE GENITALS, E. GriveaAup, Bull. Soc. franc. de 
dermat. et syph. 43:825 (May) 1936. 


The authors discuss their observations in ten cases of chancriform pyoderma 
of the genitals. Dark field examinations and serologic tests for syphilis gave 
negative results in all instances. The lesions healed uneventfully, but as a rule 
the enlargement of the regional nodes persisted for from fifteen to twenty-five 
days. The lesions were usually round or oval, measured from 10 to 12 mm. in 
diameter and were paler than ordinary chancres. In certain cases the ulcers 
were covered with slightly adherent crusts, and the serum seemed to reappear 
more quickly after the crusts were removed than is the case in a syphilitic lesion. 
On quick examination the lesions appeared as indurated as chancres. On closer 
scrutiny, however, this induration was less regular and less sharply demarcated, 
and usually it did not extend completely around the base of the ulcer, permitting 
it to be folded on the sides. In six cases there were single ulcers, in two cases 
two ulcers and one case three ulcers. Satellite adenopathy was always present, 
and the nodes were relatively painless, mobile and lacking in periadenitis. 

The pale color of the lesions, the irregular induration and the uniformity of 
the adenopathy made it possible to rule out syphilis in most of the cases. 


ERYTHEMA ANNULARE RHEUMATICUM OF LEHNDORFF AND LEINER. J. J. Brnp- 
SCHEDLER, Bull. Soc. franc. de dermat. et syph. 43:856 (May) 1936. 


Of the dermatoses accompanying acute rheumatic fever, only two are pathogno- 
monic: the nodes of Meynet and erythema annulare. The nodes of Meynet were 
described as early as 1813, while true erythema annulare is said to have been 
first described by Lehndorff and Leiner in 1922. Most pediatric textbooks fail 
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to mention this condition in descriptions of acute rheumatic fever. Wallgren 
found the eruption in 10 per cent of cases in infants. Bindschedler describes an 
example of erythema annulare occurring in a 12 year old boy. The lesions were 
disseminated over the trunk, thorax, abdomen, thighs, shoulders and forearms. 
They formed circles, irregular festoons and arcs. They were red or bluish req, 
flat and nonindurated, showed no desquamation and could be made to disappear 
on pressure. The eruption had been present for several years and was associated 
with acute articular rheumatism which followed scarlatina when the patient was 
3 years old. 

The author states that erythema annulare is not an index of the gravity of 
rheumatic fever, as it occurs in mild and is frequently absent in severe attacks. 
Nevertheless, it occurs especially in patients who have cardiac complications: 
hence its development suggests a guarded prognosis. The dermatosis has been 
observed in association with chorea and with rheumatic fever accompanied by 
nodes but never in association with endocarditis due to a nonrheumatic condition 
(syphilis, gonorrhea). The condition is differentiated from erythema annulare 
centrifugum of Darier and Lipschiitz by the induration of the lesions present jin 
that disease. Wallgren regarded erythema annulare as an angioneurosis on an 
allergic basis in rheumatic fever. Examinations of the blood and cultures of 
tissue have shown no bacteria. 

The principal interest in the condition lies in the fact that it is pathognomonic 
for acute rheumatic fever and in general, although with less constancy than the 
nodes of Meynet, indicates the presence of a complicating endocarditis. 


NopuLAR HYPERKERATOSES OF THE PALMS AND SOLES. J. Nicoras, J. Rousset 
and J. Coras, Bull. Soc. frang. de dermat. et syph. 43:921 (May) 1936. 


A man 47 years old had keratoses of the palms and soles of twenty-five years’ 
duration. There was a history of similar disease in other members of his family. 
The lesions exemplified a rare and curious type of symmetrical keratoses, being 
verrucous, nodular and firm and varying in size from that of a pea to that of a 
hazelnut. Keratosis blennorrhagica could be ruled out. The hereditary nature of 
the condition suggested a similarity to mal de Meleda. 


Eczema LocALIzED TO THE HAND, LATER BECOMING GENERALIZED AND HEALING 
GrabuaL_y. H. Goucerot and P. Frumusan, Bull. Soc. franc. de dermat. et 
syph. 43:964 (May) 1936. 


The authors discuss a series of events occurring in a patient 26 years of age 
who was first seen in March 1936 because of acute eczema. In the first stage the 
eczema was localized to the hands and was provoked by lye. It was the well 
known type of eczema occurring in laundresses. Gougerot and Frumusan express 
the belief that this type of eczema resulted from a lowering of the cutaneous 
defense due to several causes, especially to a fragility of the skin brought about 
by increased cutaneous porosity. The patient was treated by means of moist 
compresses of sodium salicylate. This caused the immediate appeararice of an 
acute eczema in the treated regions (arms and forearms). The patient evidently 
had an intolerance for this medication. However, it was not an acquired intoler- 
ance, because the reaction was immediate and without incubation and the patient 
had never previously received salicylate preparations. This was termed intolérance 
d’emblée, or idiosyncrasy. While the eczema due to the medication was becoming 
more severe the lesions on the hands healed. The authors explain this fact on 
the basis of a local immunization. 

In the third stage, which occurred fifteen days after the application of sodium 
salicylate on the arms and forearms, a generalized vesicular eczema appeared 
without known cause. The authors state that the explanation of generalization 
after local eczema is a much discussed question. They consider the possibility that 
the irritant (sodium salicylate) had been absorbed, had sensitized the organism and 
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was finally eliminated by the skin, the process resulting in eczema. To apply 
this theory, however, it was necessary to admit that the sodium salicylate had 
been fixed in the skin to explain the eczema appearing in zones not touched by 
the irritant. This was regarded as quite unlikely since the medicament was very 
soluble. The authors further discuss the possibility that the generalization was 
due to the absorption of waste products of the affected skin resulting in an auto- 
intoxication (colloidoclasia of Widal and Abrami). During the third phase the 
eczema on the hands continued to heal, and the eczema on the arms improved 
while the generalization developed. 

During the period of regression small “abortive” eczematous patches appeared 
in various places suggesting that besides a local immunity, a general immunity 
was in the process of development. Whereas the patch test to sodium salicylate 
had been positive in the areas previously involved by the eczema (arms), it was 
negative after the attack. Only after scarification was a positive reaction obtained, 
and although strongly positive it was of short duration, healing spontaneously in 
forty-eight hours. 


A Case oF HemicraAniosis. G, Mittan and Georces Garnier, Bull. Soc. franc. 
de dermat. et syph. 43:1234 (June) 1936. 


The authors describe a peculiar cranial deformity occurring in a man aged 38 
who was incidentally being treated for sycosis. The abnormality had been present 
since birth and consisted of voluminous bosses on the left anterior portion of the 
skull (hyperostosis of the left frontoparietal and suborbital region). The lesion 
did not extend beyond the midline, and the posterior aspect of the occiput was 
spared. 

The condition was regarded as a typical example of hemicraniosis, first 
described in 1903 by Brissaud and Lereboullet, who observed two cases. In both 
of those cases there was osseous hypertrophy of half the skull. In 1904 and 1905 
Parhon described two cases in which half of the skull was not involved and in 
which the condition was not congenital. These were not considered as true 
examples of hemicraniosis. The authors also cite other cases of similar deformities 
in the literature. 

In the differential diagnosis of hemicraniosis several conditions must be con- 
sidered: 1. Craniofacial dysostosis of Crouzon, which is characterized by promi- 
nence of the median frontal boss, exophthalmos, “parrot-beak” deformity of the 
nose and prominence of the chin. This is a hereditary and familial disease in most 
instances. 2. Acrocephalosyndactylia of Orpert, which is characterized by a median 
malformation of the skull, a flattening and lengthening of the nuchal region and 
syndactylia of the hands and feet. It is not likely to cause confusion. 

The authors finally discuss the etiologic possibilities; they mention congenital 
syphilis as a cause of osseous dystrophies and the occasional association of hemi- 
craniosis with cerebral tumors (psammomas). No such association was found in 
the authors’ case, and serologic tests for syphilis were negative. 

LayMoN, Minneapolis. 


TELANGIECTASIA MAcuLARIS EruptivA Perstans. WALTHER Krantz, Dermat. 
Wchnschr. 102:377 (March 28) 1936. 


A 43 year old woman complained of an eruption which had started twelve 
years before. It had been limited in extent at first and had gradually spread over 
the trunk and limbs. The eruption consisted of numerous brown red macules 
Irom the size of a match head to that of a lentil. Definite atrophy was not 
observed. The color could be expressed with the diascope, but a light brown stain 
remained. With a magnifying glass the macules were seen to be made up of 
many tiny blood vessels. The disorder is considered a typical example of the 
condition described by F. Parkes Weber and Hellenschmied under the name of 
telangiectasia macularis eruptiva perstans. 
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PIGMENTATION OF CUTANEOUS SCARS IN LABORERS IN THE Coat Inpustgy 
J. M. Lewin, Dermat. Ztschr. 73:135 (April) 1936. 


The author has noted numerous instances in which scars in coal miners 
showed a gray-blue discoloration. He considers this to be due to the fact tha 
coal dust gets into the open wounds. 


A Srmpte MetHop oF DEMONSTRATING THE EPIDERMOID APPENDAGES OF TH 
Skin (Harr Foiiicres, SEBACEOUS AND SWEAT GLANDS) IN THE Course 0; 
Tuetr DEvELOPMENT (MACERATION METHOD OF FETAL SKIN). EnRicu Hopp. 
MANN, Dermat. Ztschr. 73:185 (May) 1936. 


A simple method of studying the ontophylogenetic development of the adnexa 
of the epidermis is presented. It consists in macerating fetal skin in amniotic 
fluid and applying suitable staining. The method is suitable for studies of the 
fetuses of laboratory animals as well as for studies of human fetuses. This pro- 
cedure is particularly useful in demonstrating the schizogenetic theory of the 
development of epidermoid and neuroid nevi. 


Report ON Six HunpreD AND SEVENTY-THREE CASES OF ACNE VULGaRIS. 
A. Jorpan, Dermat. Ztschr. 73:191 (May) 1936. 


Jordan discusses briefly the occurrence and treatment of acne vulgaris, basing 
his statements on observation of this considerable group of cases. He found that 
the best results were obtained by a treatment consisting of application of sulfur 
locally and tonic medication or glandular preparations internally. This was aug- 
mented by therapy with autogenous or stock vaccines. 


PATHOGENESIS AND THERAPY OF DERMATOMYOSITIS. JOSEF SELLEI, Dermat. 
Ztschr. 73:197 (May) 1936. 


In a 48 year old butcher a stiffness of the arms and forearms developed after 
a period of high fever lasting for a week. The involvement later spread to the 
hands, gluteal regions, thighs and legs. The skin at first was edematous and 
doughy and later showed an eczematous eruption. There was marked hardening 
of the deeper tissues but little tenderness. Treatment with iron, vitamins and 
pancreatic and liver preparations caused the condition to clear sufficiently to allow 
the patient to resume his usual work. Sellei considers this a case of dermatomyo- 
sitis and concludes that the disorder is a “dysfermentosis” which is benefited by 
ingestion of pancreatic preparations. [The clinical picture and course are more 
suggestive of true scleredema adultorum of Buschke, though the author discards 
this diagnosis in his differential diagnosis.—Abstracter. | 


Taussic, San Francisco. 


Conception oF Nevi: Benicn Neorpiasms. H. Gouceror, Jap. J. Dermat. & Urol. 

40:39 (Aug.) 1936. 

Numerous observations during many years have led the author to the conclusion 
that nevi are not simple malformations but benign neoplasms of congenital origin 
appearing at birth or later in life. They may remain unchanged, increase or 
diminish in size, disappear or change into another variety. They may remain 
benign or become malignant as a result of all kinds of irritation or without any 
reason. 

The cause of these neoplasms is obscure. Syphilis may play a primary role by 
disturbing the tissues and their development. But this rdle is not exclusive, for 
it is impossible to find a history of syphilis in every case of nevus. The author 
reports the case of a 12 year old girl with congenital syphilis who had since birth 
a linear verrucous nevus on the dorsum of her hand. After she received anti- 
syphilitic treatment the nevus disappeared. 





ers 
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Ox THE INFLUENCE OF CHEMICAL AND PHOTOCHEMICAL IRRITANTS ON THE 
NONPROTEIN NITROGEN AND Its FRACTIONS IN THE SKIN AND BLOOD oF 
RABBITS. HipEo YoKoyAMA, Jap. J. Dermat. & Urol. 40:42 (Aug.) 1936. 


The author investigated the contents of the nonprotein nitrogen and its fractions 
in the blood and skin of rabbits after the production of dermatitis by the application 
of different irritants, such as 10 per cent croton oil, lacquer, radiation from a “sun 
lamp” and ultraviolet rays from the sun, with or without preceding subcutaneous 
injection of uroporphyrin. According to the irritant used there was an increase in 
the contents of the nonprotein nitrogen and of one or many of its fractions in the 
skin, in the blood or in both. Irradiation from a “sun lamp” was followed by 
a slight decrease of the nonprotein nitrogen content of the blood. The local cell 
disintegration produced by the dermatitis is considered the primary cause of these 
chemical changes. In lacquer dermatitis the change in the hepatic function produced 
by the dermatitis also plays a role, while in croton oil dermatitis the cell 
disintegration alone is responsible for the change in the nitrogen value. In the 
different irradiation experiments the main cause of the changes in the blood is the 
abnormally increased general protein metabolism, while the slight change in the 
urea nitrogen content is due to a decrease in the amount of urea formed in the 


liver. 


TRICHOPHYTOSIS AND Its ORGANISMS ON THE MiuRA PENINSULA: CONTRIBUTION 
TO THE KNOWLEDGE OF ACHOoRION GypseUM Bonin (1907). Saspuro SuzukKI, 
Jap. J. Dermat. & Urol. 40:86 (Aug.) 1936. 


The author investigated fungous infections in five public schools and in one 
factory on the Miura peninsula. He obtained organisms in thirty-one of one 
hundred cases. In three he obtained Trichophyton violaceum; in one, Trichophyton 
glabrum; in twelve, Trichophyton purpureum; in ten, Trichophyton interdigitale; 
in one, Trichophyton gypseum-asteroides, and in four, Achorion gypseum. The 
author describes in detail the culture of Achorion gypseum. 


Bioom, New York. 


DEMONSTRATION OF NEGATIVE PICTURES OF SPIROCHETES: IV. DEMONSTRATION OF 
NEGATIVE PICTURES OF SPIROCHAETA PALLIDA IN SMEARS. K. Ono, Acta 
dermat. 26:34 (Oct.) 1935. 


Ono succeeded in demonstrating spirochetes by means of a negative picture in 
smears of an emulsion of Spirochaeta pallida mixed with serum or tissue juice 
after the smears had been fixed with a 1 per cent solution of chromic acid and stained 
with certain acid stains. The negative picture of the spirochetes in smears is due 
to the more intensive staining of the serum or of the tissue juice. It is there- 
fore necessary to have a certain amount of serum in the smears. The author 
found that fifteen minutes’ fixation with a solution of chromic acid gives the best 
results. After being fixed the smears are thoroughly washed and immediately 
stained with a 1 per cent solution of the stain for from five to fifteen minutes. The 
stained smears are washed with tepid water for from one to two minutes and 
dried at room temperature. Smears which are to be preserved for a long time 
should be fixed first with ether and alcohol. Spirochaeta pallida could be demon- 
trated in smears in negative pictures with fifty-five stains, twenty-six of which 
gave satisfactory results. 


EXPERIMENTAL STUDIES ON PERCUTANEOUS IMMUNIZATION BY BACTERIAL VAC- 
cines (TypHom-Dysentery Group). A. Mizutani, Acta dermat. 26:49 
(Oct.) 1935, 

Mizutani found that paratyphoid A, paratyphoid B, mouse typhoid and dysentery 
vaccines are absorbed through the healthy skin of rabbits. The degree of 
absorption, however, was small compared with that which occurs after subcu- 
taneous injection of a vaccine. Immunization was more intense when a vaccine was 
rubbed into, instead of applied to, the skin. Bioom, New York. 
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CLEVELAND DERMATOLOGICAL SOCIETY 
Joun E. RauscuxKors, M.D., President 
May 28, 1936 
C. L. Cummer, M.D., Secretary 
J. R. Driver, M.D., Reporter 


Generalized Psoriasis with Arthritis Deformans. Presented by Dr. Maurice 
SULLIVAN. 

R. S., a man aged 25, from the service of Drs. Cole and Driver at the Lakeside 
Hospital, has had psoriasis since the age of 19 and has been treated with various 
local applications, including chrysarobin ointment and ointment of coal tar; he 
has also received roentgen radiation. There has been some temporary improve- 
ment from the use of these measures at various times. Five years ago his left 
wrist began to swell, and since then there has been a progressive involvement of 
practically all the bony joints, which are enlarged and almost completely ankylosed. 
The knees and the elbows are fixed in acute flexion. The jaws are involved and 
allow movement of only 2 or 3 cm., making it difficult for the patient to open his 
mouth wide enough to allow the passage of food. Attempts at movement of the 
joints produce marked pain. The entire body is involved in a scaly dry erythema- 
tous eruption. The scalp is heavily crusted, and the skin is thickened generally 
and fissured in many places. All the nails of the hands and feet are thick, pitted 
and brittle. The patient weighs 79 pounds (35.8 Kg.) and is emaciated. 

The Wassermann reaction of the blood was negative. Examination of the 
blood showed 4,700,000 red cells, 8,900 white cells and 70 per cent hemoglobin. 
The differential count was normal. Examination of the urine and the stools 
showed nothing unusual. The content of the blood calcium was 9 mg. per hundred 
cubic centimeters, and the phosphorus content, 4.4 mg. A specimen taken for 
biopsy showed a histologic picture characteristic of psoriasis. Temporary improve- 
ment was noted for a short time after intramuscular injections of vitamin H. 


DISCUSSION 


Dr. C. L. CumMeErR: This case is most interesting on account of the extensive 
involvement. While the lesions generally appear to be of the hypertrophic type, 
I was interested to note that some are of the atrophic type. 

Dr. J. R. Driver: I have been particularly interested in this case because of 
the associated severe emaciation, which is apparently due to difficulty in eating. 
My co-workers and I have been unable to find any associated constitutional dis- 
turbance which would account for the great loss in weight. The generalized 
involvement is the most severe that I have ever seen, and the patient is completely 
helpless. After intramuscular injections of vitamin H were given, we noted for 
a short time a definite improvement in the cutaneous condition, particularly in 
that of the face and the scalp. However, in recent weeks there has been no further 
improvement, and, if anything, some of the improvement has been lost. 


A Case for Diagnosis. Presented by Dr. Paut G. REQuvue. 


A. D., a boy aged 16, from the service of Drs. Cole and Driver at the Lakeside 
Hospital, in October 1935 had some molars removed from the left side of the 
upper jaw. Healing was delayed, and a salty taste remained in the mouth; this 
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was followed by a foul-smelling discharge. At the end of approximately six weeks 
the right side of the face and neck became greatly swollen and red, and the patient 
complained of a severe associated headache. The temperature remained compara- 
tively low; it did not rise above 38 C. (100.4 F.). 

The patient was admitted to the City Hospital in Akron, Ohio, where a diag- 
nosis of probable erysipelas was made. Roentgenograms of the bones of the skull 
showed no abnormalities. The blood count showed 12,800 white cells, and the 
differential count, 75 per cent polymorphonuclears and 20 per cent lymphocytes. 
Two weeks later, after a temporary improvement, the swelling became much worse, 
spreading to the left side of the forehead and scalp and the left eye. The left 
evelid became markedly swollen; the eye closed, and edema and swelling extended 
in the neck as far as the region of the clavicle. Treatment at that time consisted 
of administration of streptococcus antitoxin, foreign protein therapy with typhoid 
vaccine and roentgen irradiation. Improvement resulted, and the patient was dis- 
charged from the hospital. 

In April 1936 he had a recurrence, associated with severe pain, swelling of the 
left auricular and temporal orbital areas and a purulent discharge from the right 
ear, and he again was hospitalized. A diagnosis of recurrent erysipelas was made. 
Little or no relief was obtained from treatment with ultraviolet rays and erysipelas 
antitoxin. He was admitted to the Lakeside Hospital on May 6. 

At the time of his admission his temperature was 38.4 C. (101.12 F.). The 
blood pressure was 130 systolic and 90 diastolic. He was semicomatose. General 
medical examination revealed no abnormal manifestations. The skin over the right 
zygoma and the bridge of the nose was thin and atrophic. The underlying tissues 
were firm and indurated. Over the left frontal area there was a large punched- 
out lesion with a well defined elevated thick granulomatous border, and marked 
swelling of the same region extended to involve the anterior parietal portion of the 
scalp. The swelling extended posteriorly and downward over the side of the 
neck, and there was well marked pitting edema. From the swollen eyelids and 
from the left external auditory meatus there was a thick creamy purulent dis- 
charge. On the right side of the mouth the mucous membranes showed a whitish 
fibrous exudate, which could be peeled off with difficulty. 

Examination of the blood showed 13,450 white cells, 5,800,000 red cells and 
88 per cent hemoglobin. The differential count was normal. The Wassermann 
reaction of the blood was negative. Cultures of the blood gave negative results. 
Cultures of the pus revealed Streptococcus beta and Staphylococcus aureus. A 
roentgenogram of the skull made on May 7 showed an area of diminished density 
at the upper portion of the outer border of the right orbit. Ophthalmic examina- 
tion showed the papilla of the right eye to be edematous. The left eye could not 
be examined because of swelling. The patient suffered excruciating pain, which 
was relieved temporarily by cisternal punctures. These punctures were performed 
every day for a period of two weeks. The pressure of the spinal fluid fluctuated 
between 400 and 700 mm. of water. Several biopsies of specimens from the tumor 
in the region of the forehead and skull were made, and the following report was 
issued by Dr. Alan R. Moritz: “Several sections of skin and subcutaneous tissue 
revealed no significant abnormality of the epidermis. The corium and subcutaneous 
tissue were diffusely infiltrated and extensively altered by medium-sized cells of 
indeterminate nature, which had fairly uniform round chromatic nuclei and fairly 
abundant indefinitely outlined cytoplasm. The general impression was gained that 
these cells were round or polyhedral, and occasional normal-appearing mitoses 
were seen in them. They had infiltrated between collagenous bundles with 
separation and had replaced most of the connective tissue of this region. They 
had infiltrated the walls of blood vessels but not the nerves. Many of the nerve 
fibers appeared swollen and degenerated. These cells surrounded sudoriferous 
glands and had resulted in an elevation of the epidermis with broadening of the 
papillae. A few greatly elongated papillae were seen. There was some sparse 
infiltration by lymphocytes. The walls of some of the vessels were thickened, but 
no vascular occlusion was noted. Ziehl-Neelsen’s stain for acid-fast organisms 
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gave negative results, and Gram’s stain showed a few gram-negative cocci. T}) 
diagnosis was atypical granulomatous inflammation. Mycosis fungoides could not 
be excluded.” The temperature ranged from 37.5 to 38.5 C. (99.5 to 101.3 F.). 
The white blood count ranged from 8,100 to 15,000. The differential counts were 
always within normal limits. 

DISCUSSION 


Dr. M. J. Grpans, Akron, Ohio: I saw this patient during his hospitalization 
in Akron, Ohio. At that time a clinical diagnosis of erysipelas was made. There 
was, however, no ulceration present. My co-workers and I were favorably 
impressed with the improvement that followed the use of roentgen radiation. The 
total dose given over a period of several weeks was 1,200 roentgens. Improve- 
ment, however, was only temporary. 

Dr. R. E. Barney: At the present time a diagnosis of osteomyelitis of the 
skull with abscess of the brain seems indicated, although there were no localized 
symptoms in the brain before the patient became comatose. 

Dr. J. R. Driver: It was surprising to me and to my associates that the speci- 
men removed for biopsy did not show the presence of lymphoblastoma. Clinically 
the marked swelling and induration resembled the infiltration seen in lympho- 
sarcoma. The severe headaches and the marked increase in pressure of the spinal 
fluid, with no changes in the fluid itself, are interesting features. The reliet 
afforded by the cisternal punctures was also remarkable. 

Note.—The patient became progressively more toxic and was removed to his 
home on June 22, 1936. He became worse and remained in coma. Cisternal 
punctures were stopped. He died on July 2. Shortly before his death, further 
roentgenograms of the skull were made. These showed all the bones of the 
cranium to be abnormal. There was a destructive process, which was most exten- 
sive in the frontal and parietal areas, and marked involvement was noted in the 
frontal fossa and in the posterior portion of the sella. The posterior clinoid 
processes were almost eroded. The sphenoid sinus showed a chronic inflammatory 
reaction, and both mastoids were sclerosed. The mandible showed peculiar osseous 
changes, especially on the left ramus. The observations were consistent with 
chronic osteomyelitis of the skull. 


Malignant Melanoma (Melanotic Whitlow). Presented by Dr. H. G. 
MISKJIAN. 

L. J., a housewife, aged 58, from the service of Drs. Cole and Driver at the 
Lakeside Hospital, says that in April 1935 there developed a swelling of the 
terminal phalanx of the fourth finger of the left hand, which became painful and 
was followed by loss of the nail. There remained a granulomatous lesion approxi- 
mately 5 mm. in diameter over the distal portion of the nail bed. This was 
removed for microscopic examination, and the base was curetted and cauterized. 
The specimen showed only chronic granulation tissue. Healing resulted. Around 
the border of the healed area a purplish black pigmentation was noted, and a 
diagnosis of melanoma was made clinically. The finger was excised at the base. 
Biopsy of the pigmented area showed malignant melanocarcinoma. There is no 
adenopathy. 

Note.—The patient, when seen in December 1936, showed no evidence of 
metastases. 


Periarteritis Nodosa in a Patient with Dysentery. Presented by Dr. 
MAuvRICE SULLIVAN. 
D. L., a woman aged 23, from the medical service of the Lakeside Hospital, 
in 1933 had acute gastro-enteritis and diarrhea, from which she recovered in a 
few weeks. At the time she had been suffering from diarrhea, fever, weakness 
and loss of weight for three months, and one month ago, after she had a common 
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cold, there developed on the arms and legs an eruption which consisted of erythe- 
matous macules, some of which were hemorrhagic. 

On the left forearm are several tender subcutaneous nodules. Several of the 
‘oints are painful, Her temperature is 39.5 C. (103.1 F.). There is marked 
pallor of the skin. 

Examination of the blood showed 2,700,000 red cells, 13,000 white cells and 
50 per cent hemoglobin. The differential count was normal. Examination of 
the stools revealed amebas. 

A specimen taken for biopsy showed a diffuse infiltration by polymorphonuclear 
leukocytes, occasional lymphocytes and large mononuclear leukocytes. Several 
blood vessels showed thickened walls, which were diffusely infiltrated by lympho- 
cytes. One of the vessels showed moderate intramural proliferation, and its walls 
exhibited several areas of deeply acidophilic, acellular degeneration. All the blood 
vessels showed diffuse infiltration of their walls by polymorphonuclear leukocytes. 


DISCUSSION 


Dr. H. G. MisKjIAN: It is evident that this eruption belongs in the group of 
toxic erythemas and is probably of allergic origin. The problem of differentiation 
is rather difficult, and it will be possible to make a positive diagnosis only after 
a biopsy showing a characteristic pathologic picture. About two months ago my 
co-workers and I had a patient with a similar condition in the outpatient clinic of 
the Lakeside Hospital. The diagnosis was made only after biopsy of material 
from a subcutaneous lesion. 





LOS ANGELES DERMATOLOGICAL SOCIETY 
Harry P. Jacosson, M.D., Chairman 
Nov. 10, 1936 


Tuomas W. Nisszet, M.D., Secretary 


A Case for Diagnosis. Presented by Dr. ANKER K. JENSEN (by invitation). 


J. M., a French-Canadian man aged 42, is a mechanic. His grandparents died 
of old age; his father is living; his mother is dead; four brothers and two sisters 
are living and well. The patient has always been well except that the possibility 
of kidney stones was considered at one time. 

About four months ago the patient was in the mountains, and one week after- 
ward he noticed an area on the buttocks which was indurated and itchy. Since 
then nodules have developed, and there has been some numbness of the finger- 
tips. 

The patient is a well developed but small man. The area on the buttocks 
extends from 2 inches (5 cm.) posterior to the rectum upward to the top of the 
gluteal fold and laterally on both sides to include most of the buttocks. It is 
thickened and slightly inflammatory and feels doughy. The patient complains of 
intense itching in this location. There are subcutaneous nodules on the head and 
the upper extremities and some on the back. On the joints of the fingers there 
are swellings which seem fluctuant. The patient complains of numbness in the 
finger-tips but feels well otherwise. 

The Wassermann reaction on two occasions was negative. The blood count 
was within normal limits. A urinalysis gave normal results except for a trace 
ot sugar (0.15 per cent). Biopsy specimens were taken from the lesion on the 
right elbow and from the lesions on the buttocks. Stains for muscle and elastic 
tissue were used. So far the patient has received three intravenous injections of 
sodium gold thiosulfate, of 15, 20 and 25 mg. Areas on the occiput and the 
buttocks were treated with roentgen rays. 
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DISCUSSION 


Dr. SAMUEL Ayres Jr.: I had the privilege of examining the patient previously 
After I looked at the eruption carefully, my first impression was that the condj- 
tion might be leprosy, but there is no anesthesia. Histologic studies gave appar. 
ently negative results. I feel that the condition probably represents some peculiar 
toxic reaction to a focus of infection—something on the order of panniculitis, byt 
probably involving connective, instead of fatty, tissues. I have never observed a 
case like this. 

Dr. NEtson Paut ANDERSON: Microscopic slides simply showed a deep 
inflammatory reaction, the process extending deeply into the cutis and the suyb- 
cutis. There was a peculiar type of cellular reaction present, but the picture jp 
no way suggested sarcoid, leprosy or xanthomatosis. 

Dr. C. R. HALLoRAN: Many features strongly suggest leprosy, which should 
be the first condition ruled out. 

Dr. Sau S. Rosrnson: I also think that leprosy should be ruled out. 


Dr. Kenpat P. Frost: This patient presents an unfamiliar picture. My sug- 
gestion is that the condition lies among the lymphoblastomas. 


Lichen Planus Hypertrophicus. Presented by Dr. Irvinc R. BANcrort. 


A. N., a woman aged 60, is a widow. Her husband had syphilis. One child 
had congenital syphilis. The patient had several miscarriages when young. 
Many Wassermann tests, including one made on Nov. 4, 1936, were negative. 
The patient underwent injections into some varicose veins two years ago and had 
an operation for the same condition in about 1921. 

For ten years she has had a somewhat scaly, indurated lesion on the left knee, 
the appearance of which suggests psoriasis. There is another, somewhat circinate, 
lesion on that knee, and below the knee are many papular, pruritic and violaceous 
lesions. When the patient was first seen, many of these lesions were typical of 
lichen, but the resemblance is less now. There is some question whether psoriasis 
is present. 

DISCUSSION 

Dr. C. R. HaAttoran: Clinically this case seems to be one of multiple 
chancres, in which the reaction of the blood has not yet become positive. I would 
suggest daily examinations of the lesions for Spirochaeta pallida. 


Lupus Erythematosus. Presented by Dr. Netson Paut ANDERSON. 


G. G., a Mexican woman aged 51, has been married for 32 years; she has 
had fifteen pregnancies, of which three resulted in miscarriages. She has nine 
children living; two died at the age of 1 week, and one died in childhood of 
whooping cough. There is no history of tuberculosis in the family. 

A lesion developed at the left side of the lower lip twenty months ago. Other 
lesions have made their appearance gradually since then. Light patches on the 
left cheek appeared sixteen months ago during the summer and have persisted 
unchanged. The lesions on the lower lip are red and thickened. They occasionally 
are painful and at other times itch slightly; there are also white patches on the 
left cheek. 

There are six slightly elevated rounded lesions, varying in size from that of a 
lentil to that of a pea, in the skin of the lower lip. A lesion of similar size is 
at the extreme right; it is depressed and covered with scant, tight scales and 
extends onto the vermilion part of the lip. The white patches on the left cheek 
appear, one just below the left eye, the other just about 1 inch (2.5 cm.) below 
the first. Each is about the size of a quarter. A general examination revealed 
no abnormality. The Wassermann reaction of the blood was negative on Aug. 4, 
1936. A section was presented. 

The patient has received no treatment or medication locally, except what she 
has used herself. She used “balsam camphor” and “Sloan’s liniment” almost 
continuously, a week at a time, for a year after the eruption appeared. She 
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regularly uses “fruit salts” as a laxative and has used iodized salt for several 
years. She does not like salt and never adds extra salt to her food. She uses 
no bromides. 


Morphea (Linear Type). Presented by Dr. Saut S. Rosinson. 


I. L., a white school girl aged 14, presents normal personal and family histories. 
About eighteen months ago a white linear lesion appeared in the center of her 


forehead. The area was % inch (1.3 cm.) wide and 2 inches (5 cm.) long at 


the onset and has gradually enlarged. Two small similar lesions are present on 
the right side of the forehead. 

In the center of the forehead is an atrophic, linear lesion with hyperpigmented 
border, extending from the hair line to the bridge of the nose. 

The patient has received thyroid internally and superficial roentgen radiation 


locally. 
DISCUSSION 


(All agreed with the diagnosis.) 


Lupus Vulgaris. Presented by Dr. Witt1AM H. GoecKerRMAN and Dr. L. F. 

X. WILHELM. 

G. R., a 7 year old white girl of Mexican parentage, was born in Los Angeles. 
One sister died of tuberculosis seven years ago, at the age of 22; one brother 
died of tuberculosis shortly before that, at the age of 16. The child has lived in 
Los Angeles all her life. The mother states that when the child was a few days 
old a small pimple appeared. This has gradually enlarged until the present time. 

The child is moderately well nourished. She presents a 2 by 2 cm. lesion 
composed of brownish red papules and nodules. Pressure with the diascope shows 
typical apple jelly nodules. The child’s general condition is poor. There is 
crepitation in the upper right part of the chest. 

The Wassermann reaction was negative. The tuberculin test with 0.1 mg. 
gave a reaction of 4 plus, the area of edema being 17 mm. in diameter and the 
area of necrosis, 10 mm. (A large area of edema is still visible from a test made 
by the city department of health a few weeks ago.) 

Microscopic examination of a small, thin strip of tissue from a lesion on the 
cheek showed a chronic infectious granuloma characterized by depositis of epi- 
thelioid cells in small, imperfectly formed epithelioid tubercles; only one or two 
Langhans giant cells were found. There were infiltrations of small round cells 
and plasma cells. The overlying epidermis was thin and intact. No fungi were 
found. 

DISCUSSION 


Dr. Witt1AM H. GoECKERMAN: Lupus vulgaris is rather rare in this coun- 
try, and the members who are present may not have observed many cases. In 
1929 I visited the institute for treatment of lupus in Vienna, where more cases 
like this come under observation within a short time than a physician would 
observe in a lifetime here. At that time Dr. Volk, the director, told me that 
he and his associates had treated several dozen patients with gold preparations 
without results, which contrasts with the effect of such treatment in lupus ery- 
thematosus. They do not employ one method of treatment by choice but use all 
the various methods according to their judgment. They have at their command 
the Finsen lamp, roentgen rays, radium, ultraviolet radiation and surgical and 
chemical methods. 

Dr. Netson Paut ANDERSON: This case is of the type in which wide surgical 
excision at the earliest possible moment is definitely indicated, as practically no 
other treatment which will give permanent results is known. The members are 
all too familiar with the picture that this patient will present in twenty-five 
years if the condition is treated conservatively. Now is the time, when the lesion 
is small, when radical and complete excision, followed perhaps by a skin graft, 
can-be done. 
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Dr. SAMUEL Ayres Jr.: This case is interesting, as Dr. Frost says, becayse 
of the rarity of the condition. It is interesting that the condition has made y 
little progress in the time it has existed. The lesion is not much larger thay 
a dime or a nickel. It seems reasonable that an adequate trial be given to ultra. 
violet radiation or the Gerson diet, and if, after five or six months, which cap 
easily be spared, response is not satisfactory, the entire lesion can be removed 
by curettage, a method which often gives extremely good results. 


A Case for Diagnosis. Presented by Dr. NELSON PAUL ANDERSON. 


F. Y., a single Russian Jewess aged 16, presents thickening and puffiness jp 
the middle of the forehead and between the eyes. On the face are comedones, 
papules and pustules. The face also has a general greasy appearance. 

She began having hay fever five years ago, and the condition, of the perennja| 
type, has been particularly bad in the last two years. The only serious illness the 
patient has had was an attack of high fever after a preventive injection for scarlet 
fever about six years ago, at the time her brother had scarlet fever. 

When the patient was about 2 years of age her mother noted a peculiar blue 
mark on her forehead, in the area of the present puffiness, which was always 
explained as an after-effect of instruments used at delivery. About four years 
ago the blue mark disappeared, and the present puffiness appeared. During the 
next year the patient began having pimples on her face. 

The Wassermann reaction was negative in March 1936. A microscopic section 
was presented. 

The patient uses no bromides or pepper. She had been using iodized salt 
until one year ago but discontinued its use at that time. She had received doses 
of one-half skin unit of roentgen radiation to the puffy lesion at intervals of two 
weeks, and white lotion N. F. has been applied to the face, accompanied with 
soap and water cleansing. 


Granuloma Annulare. Presented by Dr. Saut S. Rosinson. 

A. P., a white woman aged 49, a housewife, burned her hands on the stove 
five or six months ago, and lesions appeared soon afterward. These consist of 
annular and semicircular raised papular lesions on the dorsa of the hands. 


DISCUSSION 


Dr. Saut S. Rosrnson: There is nothing especially interesting about this case 
except that the eruption appeared after a burn on the hands. I should like 
suggestions as to therapy. 

Dr. Wittitram H. GoecKERMAN: Clinically this woman presents a picture oi 
granuloma annulare. It is interesting that the lesions developed on the site of a 
burn. This point, however, I believe to be only coincidental. 

Dr. C. R. ANDERSON: Some time ago I observed granuloma annulare in a 
woman about 50 years of age. She had been seen by Dr. Barber, of London, 
who had prescribed neoarsphenamine. Under therapy with this preparation the 
lesion had subsided, only to recur later. The lesions of Dr. Robinson’s patient 
are typical of granuloma annulare. 


Arsenical Keratoses; Epithelioma (Removed); Precancerous Keratoses. 
Presented by Dr. Saut S. Rosinson. 


M. B., a Jew, has used solution of potassium arsenite U. S. P. for many years 
for psoriasis vulgaris. Keratotic papular lesions have appeared on the palms and 
the soles during the past two and a half years. On the plantar surface of 
the left foot there was an ulcerating epithelioma, which was removed in July 193 
by cautery. There are also pigmented macular scaling areas on the body. 

Use of the solution of potassium arsenite has been discontinued. 
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DISCUSSION 


Dr. Saut S. Rosinson: The interesting feature of this case is that over a 
period of many years the patient has been using solution of potassium arsenite 
for psoriasis, being able to refill the prescription and continue taking arsenic 
without a physician’s supervision. There was a definite epithelioma on one foot, 
which was removed by cautery. The patient now has keratotic lesions on the 
hands, the feet and the body. 

Dr. SAMUEL AyRES JR.: This case simply demonstrates the undesirability of 
prescribing such a drug as solution of potassium arsenite, which is capable of 
producing irreversible changes like those present here in a benign and recurrent 
condition like psoriasis. 


Alopecia Areata in Two Sisters. Presented by Dr. NeELson PAUL ANDERSON. 


This girl, aged 8 years, has alopecia areata consisting of three or four dime- 
sized patches in the scalp of three or four months’ duration. 

The sister, 13 years old, has been under observation for three years and has 
had alopecia areata for six years. The condition began in the scalp and spread 
to include the eyebrows and eyelashes, and now there is alopecia of the entire 
scalp, the eyebrows and the eyelashes. 


DISCUSSION 


Dr. Netson Paut ANDERSON: These cases of alopecia areata were presented 
because of the occurrence of the condition in two sisters, in one of whom there 
is alopecia totalis and in the other, relatively early alopecia areata. 


Dr. C. R. Hattoran: The familial relationship is of interest. Cases of 
alopecia areata are occasionally observed in the same family, and their occurrence 
suggests contagion. However, studies along that line have brought no conclusive 
evidence. 


Pyoderma of a Finger. Presented by Dr. THomas W. Nissev. 


J. H., a man aged 25, a food salesman, says there is no history of previous 
cutaneous disease. The patient sustained a puncture wound in the left index finger 
while he was handling canned goods in a grocery store, and he first came under 
observation on Oct. 13, 1936. At that time there was paronychia of the left 
index finger and a smaller infected puncture wound of the skin on the dorsum 
of the same finger. Wet dressings with boric acid were prescribed, as a result of 
which the paronychia cleared, but the puncture wound became worse and gradually 
assumed its present appearance. 

There is a slightly raised granulomatous lesion, 1 cm. in diameter, involving 
the dorsum of the distal phalanx of the left index finger. The surface of the 
lesion is composed of granulation tissue which bleeds easily. The borders show 
no abscesses. The axillary glands show no enlargement, and there is no evidence 
of a secondary rash on the trunk. 

Examinations, including dark field, direct smear and culture, have been made 
of material from the lesion by the Pasadena department of health, and all have 
given negative results to date except the cultures, which yielded a few colonies 
of Staphylococcus haemolyticus. The Wassermann reaction of the blood was 
negative. 

Histologic examination showed chronic inflammatory tissue. Stains for spiro- 
chetes gave negative results. 

DISCUSSION 


Dr. THomas W. NissBet: This case is presented because of the resemblance 
of the condition to a chancre of the finger. When I first saw the lesion it appeared 
to be a simple paronychia. Later a small subcutaneous abscess developed, which 
broke down in a few days and formed the ulcerative lesion now present. All 
laboratory tests for syphilis have given negative results, including numerous 
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Wassermann tests and dark field examinations. Histologic examination also gaye 
negative results. Examination of direct smears showed a small gram-negative 
bacillus. Cultures and the histologic examination by Dr. A. G. Foord at the 
Pasadena Hospital showed no spirochetes. The penile lesion has developed since 
I last saw the patient, who has been under the care of another physician for 
the past ten days. 

Dr. KenpaAL P. Frost: In regard to the glands in the axillae, I found them 
palpable but equal on the two sides. The patient also had some faint lesions 
on the back, which were suggestive of a macular syphilid. 

Dr. SAMUEL Ayres JR.: It seems to me that further investigation of other 
possibilities is indicated. I would like to consider a fungous infection, such as 
blastomycosis. 

Dr. Saut S. Roprnson: I believe the picture is that of a primary syphilitic 
lesion, accompanied with recondary lesions on the body. 

Dr. C. R. ANperson: The condition looks like a primary lesion of syphilis, 

Nore.—Since presentation, several new penile lesions have developed by auto- 
inoculation. Ducrey’s bacillus has been found in the direct smears. 


Melanotic Nevi of the Left Hand. Presented by Dr. Netson PAut Anoer- 
SON. 

This woman, aged 48, has had two pigmented areas on the back of her leit 
hand for as long as she can remember. There has been no recent increase in size. 
There are no subjective symptoms, except that hitting the larger lesion occasions 
pain which radiates up to the elbow. 

The lesion is a pigmented flat melanotic mole at the base of the little finger. 
A similar but larger and slightly elevated lesion is present on the back of the 
left hand, about 1%4 inches (3.8 cm.) from the knuckle of the index finger. 


DISCUSSION 
Dr. Netson Paut ANDERSON: I thought the members would be interested 
in seeing this patient, but I did not wish to enter into a general, long drawn-out 
discussion of treatment of such a lesion. 
(All agreed with the diagnosis.) 





Harry P. Jacosson, M.D., Chairman 
Jan. 12, 1937 


Tuomas W. Nisset, M.D., Secretary 


A Case for Diagnosis (Pustular Psoriasis?). Presented by Dr. Paut D. 
FOSTER. 


L. C., a man aged 19, a printer, presents an ill defined vesicular pustular erup- 
tion involving the hands, the wrists and the inner surface of the right foot. There 
are numerous areas of crusting from the size of a pea to that of a dollar. He 
has been treated with compound ointment of benzoic acid and with Castellani’s 
carbolfuchsin. Because of the recalcitrant character of the condition a biopsy was 
made one week ago. One section, which was taken from a sharply marginated, 
scaly area, showed a picture consistent with psoriasis; however, the section taken 
from a vesicular lesion of the wrist showed many intra-epidermal cysts, a feature 
which is not consistent with psoriasis. 


DISCUSSION 


Dr. SAMUEL AyrES JR.: This case could be discussed backward and forward, 
and differences of opinion would still exist at the end of the discussion. I think 
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Dr. Foster regards the condition as a type of psoriasis. I am willing to concede 
his point. There is a possibility that it is a type of infectious eczematoid derma- 
titis, especially in view of the fact that the patient presents a yellow crusting of 
the cyelid. Some of the lesions on the arm have the appearance of a staphylococcic 
eruption, and some of the lesions on the feet are similar. I understand that the 
lesions have been carefully searched for fungi and that negative results have been 
obtained. However, I have frequently made a diagnosis of infectious eczematoid 
dermatitis in cases in which the picture was similar to this and then have had to 
concede that the condition was in the nature of a bacterid. I am not in a position 
to make a positive diagnosis at the present time. 

Dr. IrvinGc R. Bancrort: I should certainly classify the condition as an 
infection. It was stated that a search has been made for fungi, but sometimes it 
takes repeated examinations of scales as well as cultures to locate any. I do not 
think one is justified in coming to a definite conclusion until every method available 
has been tried and repeated several times. In many cases I have had to search 
for days before I recovered the pathogenic organism. 

Dr. Witt1AM H. GOECKERMAN: I think that Dr. Ayres has expressed the 
general opinion, and I too believe that this patient has a fungous infection with a 
dermatophytid. 

Dr. C. R. HALLorAN: I agree with Dr. Ayres and Dr. Goeckerman, but it 
is entirely possible that the condition is psoriasis. 

Dr. Saut S. Rosrnson: I think it is pustular psoriasis. I examined the 
feet and did not notice any lesions between the toes. The distribution conforms 
more with the diagnosis of pustular psoriasis. 

Dr. H. S. CAMPBELL: With reference to searching for fungi, I wish to say 
that in my own case there is a periodic dissemination of the organisms into the 
serum from the vesicles. For several years I have at the time of each exacerba- 
tion extracted fluid from the vesicles and examined it. In most instances the 
results were negative, and cultures produced no growths. In the few instances in 
which yeastlike spore forms were observed microscopically, they were always 
plentiful, and cultural growths were regularly obtained. As the habitat of the 
organisms is the skin, it is possible that there is a similar fluctuation in the tissues. 
Only in this way can one attempt to explain the often divergent results obtained 
by various examiners at different periods. 

Dr. Harry P. Jacopson: Of course, fungi are seldom observed in the fluid. 
The best place to find them is in the roof of the vesicle. The search may take 
a long time, but if it is continued long enough it is usually successful. I think 
this patient has a mycotic infection, probably a mycotic eczema. Close examination 
of the lesions on the feet shows that they are made up of closely grouped deep- 
seated tense vesicles; this is especially noticeable around the margins of the 
patches. 

Dr. Paut D. Foster: Material from the vesicular lesions from both the hands 
and the feet was repeatedly examined for fungi in the accepted manner. It seems 
strange that if this were a mycotic infection it has not healed as a result of the 
treatment administered. The distribution on the palms, soles and extensor surfaces 
of the forearms, including the elbows, and the histologic picture make me feel 
that the disease belongs to the psoriatic group. 


Late Syphilid of Corymbose Type. Presented by Dr. Irvine R. BANcrort. 


L. M., a Mexican aged 52, had a chancre in 1932 and received antisyphilitic 
treatment for sixteen months. At that time he was given five injections of neo- 
arsphenamine, but the therapy was discontinued because he had a severe nitritoid 
reaction. The Wassermann reaction was negative on nine occasions during the 
period from 1932 to 1936. In July 1936, the patient had a lesion on the penis 
which had the appearance of a chancre, but no spirochetes were observed. The 
Wassermann reaction was negative at that time. In October 1936 the Wassermann 
reaction of the blood again became positive. Since that time the patient has 
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received bismuth at weekly intervals. At present he has a sharply circumscribed 
erythematous lesion on his forehead and some edema of the right eyelid. There 
are also several scaly plaques on the back, each of which shows several large 
papules arranged in a circinate manner. 


DISCUSSION 

Dr. InvinGc R. Bancrort: The lesions on the patient’s face and back look like 
syphilis. 

Dr. Witt1AM H. GorcKERMAN: I think that the eruption is probably the resul; 
of the old syphilitic infection. 

Dr. SAMUEL Ayres: I agree with the diagnosis of syphilis. I think the 
rosacea-like appearance of the eruption is interesting. The involvement of the 
eyelid is characteristic, however, as this does not occur in true rosacea. 

Dr. Kenna P. Frost: I agree with the diagnosis of syphilis. 

Dr. Witt1AM H. GorecKERMAN: Four or five injections of arsphenamine given 
in 1931 have probably destroyed the patient’s immunity, so that he will not respond 
to treatment. 

Dr. Netson P. ANpERSON: This patient has had a marked interference with 
his normal immunity mechanism. This is probably due to the early treatment 
with arsphenamine which he received but which was not continued. He is probably 
much worse off today because of the fact that he had a small amount of therapy in 
early stages of the disease and after that received no treatment at all. 


Result of Destruction of a Tumor with Eleven Skin Units of Roentgen 
Radiation. Presented by Dr. H. S. CAMPBELL. 


Mrs. L. L. was presented before this society in April 1936. In February 1936 
she had been given 11 skin units of unfiltered roentgen radiation to a rounded 
fungating tumor on the right side of the nose which was approximately the size 
of a walnut. The lesion underwent involution steadily until March 16, 1937, when 
it had been reduced to a small crater with a cartilaginous-like border. As this 
proved indolent, it was desiccated. It was completely healed in the latter part 
of May 1936. At present there is a flat smooth scar at the site of the tumor with 
no evidence of telangiectasia. 

DISCUSSION 

Dr. Max J. Worrr: I think this is a nice result. 

Dr. CHar_es R. Caskey: Dr. Campbell is to be congratulated on this excellent 
result. There is no evidence of the roentgen radiation, but it was given only a 
year ago. 

Dr. WitLt1AM H. GorcKERMAN: The result is good. However, this treatment 
must be given in a comparatively short time. Over a period of years it has been 
my practice to use this method. I vary the dosage according to the size and depth 
of the lesions. A small basal cell epithelioma may be treated with 6 skin units of 
radiation, but this dosage is used only in selected cases. 

Dr. Harry P. Jacosson: I wish to congratulate Dr. Campbell for this suc- 
cessful result, though I am not at all certain that the time limit for the develop- 
ment of sequelae of radiation has passed. What impressed me most, however. 
is that despite the tremendous amount of radiation employed, Dr. Campbell was 
obliged to resort to electrosurgery to complete the job. I think that the use of 
the cautery initially would have given an even better and more certain result. 

Dr. H. S. Campsett: I dislike “before and after” exhibitions, but in this case 
I had promised Dr. Scholtz that I should present the patient again within twelve 
months that he might see the end-result. In replying to Dr. Jacobson, I can only 
reiterate that if the naked cautery had been used first there would have been a 
greater or lesser degree of mutilation and disfigurement, which under the present 
procedure has not occurred. Too much importance should not be attached to the 
information regarding the extensive and agonizing operative procedure which the 








SOCIETY TRANSACTIONS 875 


nt claims to have endured, as she has been an inmate of an asylum for persons 


pat ‘ ° 
mental diseases and is at present under observation because of a mental 


with 
condition. 


Mycosis Fungoides. Presented by Dr. Samurt Ayres Jr. 


M. B., a woman aged 48, a Polish Jewess, works in a grocery store. She 
has a slightly infiltrated plaque with poorly defined borders the size of a large palm 
on the posterior aspect of the right thigh. It is brownish red and shows a definite 
tendency to fine scaling. There are three other similar but smaller lesions which 
show a slight degree of pink pigmentation and definite induration. 

The folds beneath the breasts show a dusky reddening and present definite 
induration. Itching and tenderness, similar to that in the plaques on the legs, are 
also present in the submammary areas. 

The lesion on the posterior aspect of the right thigh appeared in December 
1935 as a small red patch which itched intensely and was somewhat tender to 
pressure. This lesion enlarged peripherally without showing any tendency to 
clear in the center. A few months later new lesions appeared scattered over the 
lateral and posterior aspects of the thighs and buttocks; these were round and 
oval, itched intensely and were tender on pressure. There was no previous history 
of cutaneous disease. 

Several lesions, including the original lesion, were treated with one-fifth skin 
unit of unfiltered roentgen radiation four weeks ago. This treatment was fol- 
lowed by almost complete relief from symptoms in the treated areas, although a 
phenolated calamine lotion and a 2 per cent sulfur and salicylic acid ointment used 
for a month had not brought about the slightest improvement. A 3 per cent sulfur 
ointment with phenol and menthol used during the past week has given some degree 
of relief from itching but has not affected the tenderness. 


DISCUSSION 


(The members agreed unanimously with the diagnosis. ) 


A Case for Diagnosis (Tuberculid? Sarcoid?). Presented by Dr. Paut D. 

FOSTER. 

D. N., a girl aged 11 years, had white spots on various parts of the body 
several years ago. At that time she was given weekly intravenous injections 
over a period of three months, but these had no effect on the lesions. Lately 
the eruption has spread to the back of the neck and to the arms. There are 
numerous grouped papules which are white and appear vesicular but which when 
incised are seen to be solid. Where the papules have coalesced, there is an 
appearance of lichenification with outlying papules. Some of the individual papules 
have depressed centers. The patient also has seborrheic eczema of the scalp, acne 
vulgaris of the face and chest and vitiligo. 

Histopathologic examination revealed numerous tubercules and a picture sug- 
gestive of hematogenous tuberculosis. 


DISCUSSION 
Dr. Samuet Ayres: I think the disease is dermatitis lichenoides chronica 


atrophicans. Clinically the lesions are typical and present the corneous plugs found 
in this disease. 


Dr. Netson Paut ANDERSON: I saw the sections; however, I should not like 
to make a definite diagnosis on the basis of the histologic picture. I should place 
this condition in the group of tuberculosis of the skin. 


Dr. Witttam H. GorcKERMAN: The condition is most likely tuberculosis of 
the skin; it presents some tuberculous infiltration. Some of the lesions show an 
apple jelly type of infiltration. The correct diagnosis is probably lichen scro- 
fulosorum and lupus follicularis disseminatus. 
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A Case for Diagnosis. Presented by Dr. Netson PAu ANDERSON. 


J. R. B., a man aged 31, an American, first noticed an area the size of a 
dollar in the left lower quadrant of the abdomen one year ago; this had gradually 
enlarged, and similar new lesions have appeared elsewhere on the trunk. At 
present he has round or oval macular plaques the size of a coin and larger which 
are discrete, purplish to erythematous, nonelevated, nonscaly and noninfiltrated. 
Several show clinical evidence of slight atrophy. There is no history of previous 
cutaneous disease. 

DISCUSSION 

Dr. Witt1am H. GoecKERMAN: ‘The condition may be a_phenolphthalein 

eruption, but I think that tests for mycosis fungoides should be made. 


Dr. SAMUEL Ayres Jr.: The appearance of the eruption is that of morphea, 
but there is no infiltration. It may be a type of morphea without infiltration, jf 
such a thing exists. The patient also presents typical lesions of vitiligo, and he 
states that these lesions were never colored like the others. It is rather interesting 
to note that the patient presented by Dr. Foster also had vitiligo. 
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Extensive Pigmentary Changes Following Bismuth Therapy. Presented by 


Dr. Howarp Fox. 

B. P., a mulatto aged 50, a cook, consulted a physician because of severe head- 
aches in January 1936. A Wassermann test of the blood was found to be strongly 
positive, and she was given sixteen intramuscular injections of a bismuth prepara- 
tion (bismulate), each ampule of 2 cc. containing 0.1 Gm. of bismuth, and 
potassium iodide in doses of 10 drops three times a day. She knew nothing about 
the source of her infection and stated that she had never been treated previously. 
Her physician said that he had not given her any arsphenamine or allied drugs. 
An eruption appeared toward the end of the course of treatment with bismuth. As 
soon as she called this to the physician’s attention he gave her four intravenous 
injections of sodium thiosulfate. The eruption began in the cubital and popliteal 
spaces and about the neck as “blisters,” which caused a burning sensation and 
continued to spread over the entire body. On her admission to the Bellevue Hos- 
pital on July 15 she presented an extensive exfoliative dermatitis and areas of 
both hyperpigmentation and depigmentation. The scaling gradually. subsided, leav- 
ing an almost universal eruption of bizarre appearance. 

She now presents innumerable areas of partial depigmentation the size of a 
coin and larger interspersed with areas of intense hyperpigmentation. There are 
only a few small patches of normal skin. The mucous membranes show no pig- 
mentation at present, though a brownish area is said to have been present in the 
mouth before the patient was admitted to the hospital. Owing to a misunder- 
standing of the patient’s statement it was though that she had received four 
injections of arsphenamine instead of four injections of sodium thiosulfate. She 
was therefore given bismuth therapy and has received a total of 15 more injections 
of a bismuth preparation. This has not been followed by an exacerbation of the 
eruption, though the pigmentary changes have only slightly retrogressed up to the 


present. 
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DISCUSSION 


Dr. A. BENSoN CANNON: [ think this condition is similar to that in the three 
cases which Dr. Karelitz and I reported as instances of pigmentation due to 
arsphenamine (Vitiligo from Arsenical Dermatitis and from Arsenic of Unknown 
Origin, ARCH. DerMaT. & SypH. 28:642 [Nov.] 1933), although in this case the 
depigmentation is not so complete as it was in our cases. I have seen no such 
changes in the skin from bismuth. I have observed cases of dermatitis supposed 
to have been due to bismuth, but I have never known it to be proved that the 
pigmentation was due to that drug. I suggest in this case the possibility that the 
patient received arsenic in some form or other, and I should want to rule out 
the arsenicals before saying that the pigmentation is due to bismuth. 

Dr. E. WiLtt1AM ABRAMOWITZz: This condition has been described in the litera- 
ture as melanoleukoderma, occurring mostly after ingestion of arsenic. It seems 
that when heavy metals produce a dermatitis, pigmentary disturbances may be a 
sequel. As it is conceded that bismuth may produce a dermatitis, it is possible 
that this melanoleukoderma may be due to bismuth. It is stated that some bismuth 
preparations are highly contaminated with arsenic; this statement does not include, 
of course, compounds which are known to be combinations of bismuth and arsenic. 
| had about fifteen different bismuth preparations examined and found that some 
showed no trace of arsenic and a few contained an amount within the limits set 
by the United States Dispensatory, i. e., 2 parts per million. Later on, a report 
by Russell (Arcu. Dermat. & SypH. 28:841 [Dec.] 1933) showed that none of 
eleven different bismuth preparations contained an amount of arsenic sufficient to 
cause symptoms. 

Dr. Howarp Fox: I agree with Dr. Cannon and Dr. Chargin that eruptions 
due to bismuth are rare. Schamberg and Wright, however, listed sixteen different 
types of eruption that have been ascribed to the use of bismuth. The patient was 
presented partly on account of the bizarre, leopard-like appearance and partly as 
showing a dermatitis with subsequent pigmentary changes which may possibly be 
ascribed to bismuth. 


Neural Leprosy (?) in a Native of North Carolina. Presented by Dr. 

Howarp Fox. 

I. W., a mulatto aged 28, a barber, came to New York five years ago. Previous 
to that time he had always lived in a small village in the western part of North 
Carolina. He has never been outside of the United States and has never lived in 
any state other than North Carolina and New York. For several years before 
his admission to the hospital he had consumed a good deal of whisky daily. He 
is said to have suffered from an attack of pellagra in 1931. There is no history 
of syphilis, tuberculosis or malaria. He has lost 50 pounds (22.7 Kg.) in the last 
five years; his weight at present is 150 pounds (68 Kg.). He is 6 feet and 2 inches 
(188 cm.) in height. He has never had any signs or symptoms of lead poisoning. 
About five years ago he began to notice sensory changes in the legs and feet, and 
about one year ago he first noticed ulcers on the ball of each foot. With the 
exception of a slight thinning of the eyebrows there are no other changes suggest- 
ing leprosy. Smears of material from the nose after administration of potassium 
iodide have shown no acid-fast bacilli, The abnormalities of the feet and legs 
include sensory disturbances, partial ankylosis of the ankles, plantar ulcers and 
some absorption of the bones of the toes. The sensory changes include anesthesia 
to the prick of a pin in “stocking” form, beginning at the upper third of the legs, 
increasing distally and becoming complete in the skin of the ankles and feet. Tem- 
perature and tactile sense are absent in approximately the same areas. There is 
swelling of both feet, especially of the right, which shows moderate ankylosis of 
the ankle. The second toe is about 34 inch (2 cm.) shorter than the great toe, 
and there is ulceration between it and the great toe. The latter is also shorter 
than normal. On the ball of the right foot there is a deep ulcer extending across 
the entire transverse arch. It is excavated, has sluggish granulations and is insen- 
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sitive to the touch. It does not seriously interfere with walking. There js , 
similar but smaller ulcer of the left foot, opposite the tarsal and metatarsal join 
of the great toe. Position sense is impaired in the toes, and vibration sense js 
also impaired distally. There is some tenderness of the calves, but there is no 
pronounced motor weakness except in the toes. The knee jerks are active: the 
ankle jerks are absent.. The abdominal reflexes are brisk, and there is no Babinskj 
sign. The pupils, fundi and cranial nerves are normal. With the exception of 
the trophic disturbances of the feet there are no other signs suggesting tabes 
dorsalis. The Wassermann reaction of the blood was negative; examination of 
the spinal fluid, including the colloidal gold test, and urinalysis gave normal results. 
A bulla was artificially produced on the thighs, but its contents showed no acid- 
fast bacilli. Dr. E. D. Friedman, who made the neurologic examination, said 
there was nothing to suggest syringomyelia or other disease of the spinal cord. 
He considered the process to be without question a peripheral neuritis, most likel; 
leprous in origin, 

Histopathologic examination of tissue removed from the edge of one of the 
ulcers of the foot was reported to show squamous cell papilloma with evidence 
of chronic productive inflammation and thickening of underlying connective tissue 
and necrosis. There was no histologic evidence of leprosy. 


DISCUSSION 

Dr. Frep Wise: If the diagnoses of syphilis and syringomyelia can be definitely 
excluded, the diagnosis of leprosy would probably be accepted by any one who 
has examined this patient. The difficult thing is to demonstrate the existence of 
leprosy by means of the usual laboratory procedures. I have no doubt that by 
further investigation on the part of Dr. Fox or his assistants, the organism will 
be demonstrated. I know of several cases of leprosy indigenous to North and 
South Carolina, so in my opinion the fact that the patient resided in one of those 
states is a favorable argument for leprosy. - 

Dr. G. F. MAcHACEK: In my experience in this type of leprosy it is difficult 
to demonstrate the organisms because they frequently form abscesses in the nerve 
trunks. It is often impossible, unless one cuts down on the nerves or aspirates or 
cuts out part of the infiltration, to demonstrate the organisms. This is, of course, 
a difficult and possibly unwarranted procedure. 


Dr. A. W. Grace: In connection with what Dr. Machacek said about looking 
for organisms in cases of the type presented by Dr. Fox, I wish to state that my 
co-workers and I had a patient at the New York Hospital about a year ago who 
presented a pigmented eruption on the back resembling that exhibited by this 
patient. He had pain in the lower portions of the legs but had not as much change 
in sensation. We were able to demonstrate the bacillus of leprosy in large numbers 
by taking a piece from the edge of the lesion, fixing it with a trinitrophenol fixative 
and staining it with the usual acid-fast Ziehl-Nielsen stain. The number of bacilli 
present in the edge of the anesthetic spot was considerable. The interesting thing 
in Dr. Fox’ case is that in connection with the marked changes below the knee 
there were no changes demonstrable by palpation in the common peroneal nerve. 
Next to the ulnar nerve, the common peroneal nerve is the one most commonly 
affected in leprosy. I should think that there is no doubt about the diagnosis, 
and a correct histologic technic will demonstrate the bacilli. 


Dr. Howarp Fox: It is evident in this case that the changes are those of a 
peripheral neuritis and have no relationship to any disease of the spinal cord. 
Among the possible causes of neuritis, alcohol and the heavy metals can be excluded 
by the absence of any motor symptoms. The most probable cause seems to be 
leprosy. The fact that no bacilli were observed in the smear of material from the 
nose does not exclude the neural type of the disease. No histologic examination 
was made of the skin of the leg, as it was not thought that bacilli would be 
observed. The changes in the feet are similar to those in innumerable cases which 
I have observed in the tropics. One of the main difficulties in accepting the 
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diagnosis of leprosy in this case is the fact that the patient has never been in a 
region where that disease is endemic. In answer to the statement of Dr. Wise 
about the presence of leprosy in North Carolina, I wish to say that I wrote to 
))r. Denney asking whether any cases had been observed in that state. He stated 
that one case had been discovered in a different part of the state. 


A Case for Diagnosis (Sarcoid? Mycosis Fungoides?). Presented by Dr. 
ANTHONY C, CIPOLLARO. 


G. C., a man aged 54, is presented for Dr. Edward A. Abbey, of New Haven, 
Conn. The patient has had lesions on the anterior surface of the left leg for the 
past ten years and on the back for the past eight months. The eruption on the 
back began as a single lesion, which spread peripherally until it attained its present 
size. There are no subjective symptoms. The lesions are circinate, sharply 
demarcated and markedly infiltrated, being almost keloidal. There has been 
peripheral extension with infiltration in the centers of the lesions. The infiltrated 
portions are pink, and the central areas are dark brown. The lesions on the left 
lee have been present continuously for about ten years. They are moderately 
pruritic. 

DISCUSSION 

Dr. Frep Wise: The diagnosis of mycosis fungoides is acceptable for the 
lesions on the back. The illustration of the condition in Ormsby’s book is similar 
to this eruption. The lesions on the leg certainly resemble the type of lichenoid 
amyloidosis that has been so frequently described in the last few years. I do not 
think that there is any relation between the two types of lesions. 

Dr. E. WitttAM AprAmMowi!tTz: I am inclined to correlate the two lesions. I 
think the man has a possible lichenoid sarcoid of the legs and a nodular lesion 
of the same nature on the back. I have had a physician under my care who had 
a similar lesion on the back for twenty-five years. I originally made a diagnosis 
of possible mycosis fungoides. The histologic picture pointed, I believe, to the 
group of lymphomatoid diseases. I shall let Dr. Fox finish the story, as the patient 
to whom I refer is now under his care. 

Dr. Howard Fox: The patient of whom Dr. Abramowitz spoke presented 
lesions on almost the same part of the back as this patient. The lesions in my 
patient were not as markedly elevated. They were decidedly radiosensitive. 
Histologic examination showed a Spiegler-Fendt sarcoid, which is thought by 
some to belong in the lymphoblastoma group. The lesions on the leg seem to be 
of a different nature and closely resemble those of amyloidosis as described in 
the case reported by Dr. Philpott. The nature of these lesions can be settled only 
by microscopic examination. 

Dr. A. BENSON CANNON: I agree with Dr. Wise that the patient has mycosis 
iungoides and lichenoid amyloidosis. 

Dr. SIGMUND Potiitzer: I think the lesions are not related. Those on the leg 
are probably an amyloid lichen. As to the patch on the back, I have not the 
slightest idea what it is. Mycosis fungoides may be a good guess, but my objection 
to that diagnosis is that lesions of mycosis fungoides are usually soft, whereas 
these are hard, almost keloidal. 


A Case for Diagnosis (Paget’s Disease?). Presented by Dr. AntuHony C. 
CIPOLLARO. 


G. D., a girl aged 14, is presented for Dr. Edward A. Abbey, of New Haven, 
Conn. Her condition began ten months ago with oozing of a yellowish fluid 
irom the nipple of the left breast. She received treatment at the Waterbury Clinic 
with topical remedies and roentgen rays, a total of eleven roentgen treatments 
being given. The condition has not improved. Since the beginning of the erup- 
tion an abscess has formed, which was incised by a surgeon. At present there is 

| exudative eczema-like eruption of the skin of the left breast. Itching is intense. 
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DISCUSSION 
Dr. SiGMUND PoL.itzer: I think the condition is Paget’s disease. I have jn 


mind the dictum of Darier that any chronic eczematoid lesion on the mammilla 
is either scabies or Paget’s disease. This girl shows no evidence of scabies. 


Dr. A. BENson CANNon: I do not think so much of the diagnosis of Paget’s 
disease or of scabies. I have tried to explain this condition as one of infectious 
eczematoid dermatitis. There is a great deal of oozing, crusting and pus at the 
margins of the lesions. I think the lesions could be adequately and permanently 
cured by the use of simple remedies such as coal tar. I believe the girl is unusually 
young to have Paget’s disease of the nipple, and for such an extensive lesion to 
develop in ten months is almost unheard of in Paget’s disease. I should expect 
to see involvement of the nipple and areola and more limitation of the lesion with- 
out the presence of infection if this were Paget’s disease. 


Dr. Epwarp A. Appey, New Haven, Conn.: One difficulty in this case is that 
this girl has no nipples. I do not know whether or not there is any retraction, 


Lichen Sclerosus et Atrophicus. Presented by Dr. Davin BLoom. 


K. F., a woman aged 59, is presented because of an eruption on the back, chest, 
shoulders and forearms of one year’s duration. She was presented by Dr. Edward 
R. Maloney before the New York Dermatological Society on Oct. 27, 1936 (Arcu. 
Dermat. & SypuH. 35:1200 [June] 1937). 

The Wassermann reaction of the blood was negative. The blood count showed 
4,620,000 red cells, 8,100 white cells and 8 per cent hemoglobin, The differential 
count showed 57 per cent polymorphonuclear leukocytes, 41 per cent lymphocytes 
and 3 per cent eosinophils. The urine was normal. A biopsy specimen taken 
from a small plaque showed atrophy of the epidermis with sclerosis and hyalin- 
ization of the papillary layer of the corium, with islands of round cells scattered 
through the subpapillary layer and the middle portion of the corium. 


DISCUSSION 

Dr. EuGeNne Traucott BERNSTEIN: Lichen sclerosus et atrophicus (Hallo- 
peau) resembles to a great extent dermatitis lichenoides chronica atrophicans 
(Csillag), which is also characterized by well defined irregular polygonal papules, 
but these are surrounded by a pink areola or small zone of hyperpigmentation. 
The papules also have a shallow depression resembling the punctate umbilication 
seen in lichen atrophicus. The chief distinction consists in the absence of horny 
plugs. I favor the diagnosis of lichen sclerosus et atrophicus suggested by Dr. 
Bloom. 

Dr. Frep Wise: I believe that the modern conception of these conditions is 
about as follows: If there is no clinical or histologic evidence of past or present 
lichen planus, the word lichen sheuld be excluded from the diagnosis. In those 
cases the disease is not a true lichen. The term dermatitis lichenoides chronica 
atrophicans should be used, according to the nomenclature of Csillag. There is a 
true lichen sclerosus which is a sclerotic lichen planus, and there is a lichen planus 
that becomes atrophic, but this eruption is neither. This is a morphea-like condi- 
tion rather than a lichen. I believe that if histologic specimens or groups of speci- 
mens from various lesions are examined, there will be no evidence of lichen planus 
in this case but the evidence will rather prove, histologically at least, that the con- 
dition is more of a morphea-like change than lichen planus. 


Dr. SAMUEL FeLpMAN: The entire subject of the atrophic lichens is still a 
muddle. According to Hallopeau and Darier, in all the conditions classified as 
lichen atrophicus et sclerosus there are dilated follicles and horny plugs. In some 
of the cases which have been described there were papules of true lichen planus 
on the outskirts of the lesions while in others there were flat and angular papules 
but the violaceous color of lichen planus was lacking. According to Darier, the 
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reason why the violaceous color is not observed is that sclerosis and edema are 
present, but all papules are presumably true lichen planus originally. In this case 
there are a number of hard flat angular white papules with dilated follicles and 
horny plugs. Whether these were originally typical lichen planus papules is, 
naturally, impossible to tell. My conception is that probably the entire group pre- 
sented and described by the various authors under different names are one and 
the same process, each representing a different stage in the development of the 
lesion. 

Dr. Davip Bioom: In reference to what Dr. Wise said, I wish to state that 
I observed this case for some time, and I have seen a number of violaceous papules, 
some discrete and some closely aggregated forming patches. From the literature 
I was not able to differentiate between this condition and chronic atrophic lichenoid 
dermatitis of Csillag. 


Lichen Planus Associated with Lichen Spinulosus-Like Lesions. Pre- 
sented by Dr. Davin BLoom. 


G. L., a woman aged 64, is presented with an eruption of four months’ duration 
on the legs, on the right forearm, on the buccal mucous membranes and in the 
axillae. The eruption is pruritic and consists of a few oval and round raised 
bluish papules from the size of a 25 cent to that of a 10 cent piece. In the left 
axilla there are a few oval brownish pigmented lesions showing atrophy in the 
center and slightly raised borders. One such pigmented lesion is present on the 
right forearm. In the left axilla there are also numerous pinhead-sized follicular 
papules, red or skin colored, many of which show a central black or colorless plug. 
There are also similar lesions in the right axilla. The mucous membranes of both 
cheeks posteriorly show a reticulated, milky bluish eruption. 

The Wasserman reaction of the blood was negative. The blood count and 
the differential count were normal except for an increase in the number of 
lymphocytes, the percentage of which was 47. 


DISCUSSION 


Dr. Davin Bioom: Because some of the lesions of lichen spinulosus were 
violaceous and intermingled with lesions of lichen planus I thought that the histo- 
logic picture of lichen planus might be present. The microscopic examination did 
not verify my assumption. 


Follicular Atrophy: Presented by Dr. Davin BLoom. 


N. De L., a man aged 43, is presented because of an eruption involving the 
dorsum of the lower part of the left leg and the left knee. The skin in these 
locations shows numerous atrophic pits limited to the follicular openings. A few 
pits are pierced by a hair. There is a scar over the left knee and leg from an 
operation for osteomyelitis of the tibia which the patient underwent at the age of 
12 years. The shortening of that leg dates back to that illness. 


DISCUSSION 
Dr. Howarp Fox: I wish to ask whether any one has ever seen anything 
similar to this condition, which consists of groups of tiny shallow pits with no 
apparent cause. 


Pityriasis Lichenoides et Varioliformis Acuta. Presented by Dr. Davin 
3LOOM. 

I. F., a woman aged 31, born in Russia of Jewish parents, is presented with 

a generalized eruption of ten months’ duration. It involves the trunk and the 

extremities, leaving thé face, palms and soles free. It started on the chest and 

spread rapidly to the arms, trunk, back and legs. The eruption has persisted since 
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its development, except for three weeks in the month of June when the patient 
was “almost free” from the condition. It is not pruritic and consists of slight, 
raised pinkish papules which are round or oval and the size of a pinhead, a pea, 
a dime or a quarter. There are also irregularly shaped pinkish yellow macules 
which show cigaret paper-like wrinkling and sharply defined round, dark req 
papules which show necrosis or hemorrhage or are covered with a slight crust 
The patient states that the eruption improves and shows exacerbations. 

The family history is irrelevant. The patient underwent a tonsillectomy tw, 
years ago; she has never been sick. For the past several months she has been 
treated with diathermy for a salpingo-ovarian condition. 

The Wassermann reaction of the blood was negative. The blood count showed 
on one occasion 4,500,000 red cells, 7,650 white cells and 80 per cent hemoglobin 
The differential count showed 70 per cent polymorphonuclear leukocytes, 28 per 
cent lymphocytes and 2 per cent eosinophils. On another occasion there were 
45 per cent lymphocytes and 54 per cent polymorphonuclear leukocytes. The 
sedimentation rate of the blood was normal. A roentgenogram of the lungs 
showed no abnormality. A test with a 1: 100,000 dilution of tuberculin was nega- 
tive. 

DISCUSSION 

Dr. Frep WIsE: I agree with the diagnosis. I believe that the eruption shows 

all the characteristic clinical symptoms. 


Tularemia of Ulceroglandular Type. Presented by Dr. G. F. Macuacex. 


A. D., a woman aged 78, states that she purchased rabbits on Dec. 15, 1930. 
On the following day she experienced severe pain in her back, on the right side 
On December 19 she noticed slight pain in the left axilla. One day later the pain 
in the axilla increased, and there was slight pain in the left thumb. On December 
21 she had a small papule on the anterior aspect of the distal phalanx of the left 
thumb. Around the papule there was an area of exfoliation measuring about | 
cm. There was lymphadenopathy in the left axilla but no lymphangitis. She 
complained of intense pain in the left axilla and of some pain in the left thumb. 
She also suffered from paroxysms of coughing. The temperature was subnormal 
Boric acid soaks were advised and a cough mixture prescribed. On December 
23 the temperature was subnormal and the cough had improved.” On December 
26 the temperature was normal, but on December 28 it rose to 102 F. rectally, 
and the patient complained of a slight headache but had no cough. On December 
29 the temperature was 101.6 F. orally, and cough had recurred. On December 
30 the temperature was 101 F. rectally, and on December 31 it had become sub- 
normal. On Jan. 2, 1937, the temperature was 97.6 F., and the patient com- 
plained of more pain in the axilla. There was no pain in the thumb. On January 
4 the temperature was 99.8 F., and the patient was coughing intensely and sweat- 
ing profusely. She had mild chills during the night. She had stopped taking the 
cough medicine at this time. 

A specimen of the blood was sent to the board of health for agglutination 
tests, but the test was reported to be negative on January 5. 


DISCUSSION 
Dr. Marion B. Sutzpercer: Cases of this condition are particularly inter- 
esting for dermatologists because of the possibility of early diagnosis by cutaneous 
tests with the tularemia antigen. As Foshay pointed out, such tests are usually 
positive long before the agglutination test is positive. In Dr. Machacek’s case 
this possibility seems to have been borne out by the tardiness of the diagnostic 
agglutination. I think it is important for dermatologists to point out the value 
of these tests not only in cases of tularemia but in those of infection with Brucella 
abortus and in many other infections. It seems likely that in many infections 
cutaneous tests will be proved to be more accurate and probably more delicate 
than the serologic tests which are now used. 
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A Case for Diagnosis (Dermatitis Herpetiformis? Iododerma?). Presented 
by Dr. Henry D. NILEs. 


Fk. W., a woman aged 28, was observed for the first time today. She states 
that for the past three years she has had similar eruptions, occurring in the month 
of December, confined to the sides of her face and neck. The two previous attacks 
lasted two weeks, while the present eruption has been present for a month. The 
eruption is preceded by a burning sensation. A red blotch then appears, followed 
hy pustules and cervical adenopathy. No history of ingestion of drugs of any 
kind can be obtained. 

The eruption, which is more widespread than in the previous attacks, consists 
of several circinate patches varying from less than the size of a palm to that of a 
quarter and involving the forehead and temples, both sides of the face, the neck, the 
chin, the chest and the upper part of the back. These patches are composed of 
pinhead-sized pustules on an erythematous base, more concentrated around the 
periphery, with some central clearing. There are palpable cervical lymph nodes. 


DISCUSSION 
Dr. A. BENson CANNON: I think this woman has a staphylococcic infection 
of the skin. There are a number of eczematoid areas with numerous small follic- 
ular papules, and I interpret that as being an infective process of a superficial 
type, probably due to the staphylococcus. I should make a diagnosis of infectious 
eczematoid dermatitis and advocate cleanliness and the old Fordyce remedy of 
sulfur in paste of resorcinol. I think such treatment would prove adequate. 

Dr. Henry D. Nices: I forgot to mention that besides the peculiar history 
of the attacks, the eruption is preceded by an unusual burning sensation. Red 
patches appear, and on them red pustules develop. It is also accompanied by 
enlargement of the cervical glands. I think there is a definite suggestion of group- 
ing in these lesions. The most peculiar patches are the two on the upper portion 
of the chest which have gradually undergone involution in the centers. The centers 
cleared gradually while the patches spread peripherally. 





A Case for Diagnosis (Neurotic Excoriations? Dermatitis Herpeti- 
formis?). Presented by Dr. Henry D. NIces. 


D. L., a girl aged 15, born in the United States, was first seen on Nov. 14, 1930. 
At that time she presented an extensive eruption consisting of many pigmented 
and a few depigmented scars, excoriations and a few excoriated papules. The 
lesions showed some suggestion of grouping and were most numerous on the 
extensor surfaces of the arms and buttocks. The eruption has been present for 
over a year. Since the patient was first seen, there have never been any vesicles, 
and only an occasional papule has appeared. 

The Wassermann reaction of the blood was negative. The blood count showed 
4,495,000 red cells, 7,900 white cells and 85 per cent hemoglobin. The differential 
count showed 66 per cent polymorphonuclear leukocytes, 28 per cent lymphocytes, 
4 per cent mononuclear leukocytes and 2 per cent eosinophils. Two examinations 
of the urine showed a trace of albumin and numerous pus cells. The basal metab- 
olic rate was — 7 per cent. A patch test with 50 per cent potassium iodide in a 
proprietary ointment base was negative. 

From December 3 to 19, the patient took 5 drops of a saturated solution of 
potassium iodide three times a day. It did not cause any exacerbation of the 
eruption or itching. On December 15, a biopsy specimen was taken from a small 
excoriated papule on the right buttock. Histologic examination showed a moder- 
ately acanthotic epidermis with parakeratosis in one portion and an increase in 
the granular layer in some areas. There was no spongiosis or vesiculation. There 
were fairly marked edema of the papillary bodies with dilatation of the blood ves- 
sels and a perivascular round cell infiltration. The histologic diagnosis was lichen 
urticatus. 

At present there are many lentil-sized round flat scars with depigmented centers 
and hyperpigmented edges, scattered diffusely over the buttocks. There are several 
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similar lesions on the upper portion of the chest and on the extensor surfaces of 
the arms. There are several excoriations and a few small excoriated papules jp 
the same areas. In some places there is a suggestion of grouping. There are 
no vesicles or any other definite primary lesions. 


DISCUSSION 

Dr. J. GARDNER Hopkins: I think it is a curious example of the dermatologic 
conceptions of dermatitis herpetiformis that the question of this disease can be 
raised in these two cases in which the manifestations are so different. 

Dr. Frep Wise: I am unable to make a diagnosis in cases of this kind. They 
are observed once in a while, especially in the clinics. A definite diagnosis can- 
not be made from the blood count. As the percentage of eosinophils is 2, the 
condition is not likely to be dermatitis herpetiformis (Duhring’s disease). I should 
exclude neurotic excoriations, although I have no definite reason except this: 
Why should the patient pick her skin on the backs of the arms and buttocks and 
not on the anterior surface of the arms and legs? The buttocks are severely 
affected. The lumbar region above them is not at all affected. That is not 
logical if they are neurotic excoriations. Furthermore, there are not the scars 
usually seen in neurotic excoriations. I was interested, however, in Dr. Niles’ 
statement that the histologic specimen was indeterminate and vague but that the 
pathologist thought that the diagnosis of lichen urticatus should be considered. If 
this eruption occurred in a young child, that diagnosis would be acceptable to me. 
The lesions seem to have an urticarial basis. They are now in a state of quiescence 
or abeyance, and later I think the patient may show lesions of lichen urticatus. | 
do not like that term. I think the patient has chronic urticaria with pigmented 
spots. 

Dr. SIGMUND Pot.itzeR: I should reject the diagnosis of neurotic excoriations 
on the ground of the distribution of the lesions. Most patients are either right 
handed or left handed and scratch with one hand or with the other, the lesions 
being rather definitely distributed with regard to the manual peculiarities of the 
patient. I think the suggestion made by Dr. Wise of an urticarial basis to this 
condition is reasonable, although the fact that there is no evidence of anything 
like an urticarial wheal anywhere is perhaps a little against it. Perhaps a little 
closer observation on the part of the patient or the physician may reveal that. 
The lesions are too evenly distributed for neurotic excoriations. The condition 
may be lichen urticatus, which means, of course, lichenified or papular urticaria. 

Dr. Henry D. Nites: My co-workers and I thought of lichen urticatus but 
have never been able to get any dermographism or urticarial wheals. The reason 
we thought of neurotic excoriations is that we were never able to find any primary 
lesions. 


Supernumerary Tragi. Presented by Dr. Davin BLoom. 


W. M., a boy aged 5 months, was born with three lentil-sized lesions in place 
of the tragus and two bean-sized and hazelnut-sized lesions on the left cheek. 
They were soft to the touch but when palpated firmly between the thumb and the 
index finger were found to have a centrally located hard core. The larger lesions 
have been amputated, and the stumps have been treated with the cautery. 

Histologic examination of one of the lesions showed atrophy of the epidermis, 
thickening of the corium, in which there were innumerable small hair follicles, 
comparatively few sebaceous glands and a solitary mass of hyaline cartilage sharply 
circumscribed by connective tissue. The pathologists who examined the section 
made a diagnosis of dermoid. 

A half-brother, aged 11 years, has two small lesions corresponding to those 
on the tragus of this patient. 

DISCUSSION 

Dr. Davi Bioom: Soon after his birth I saw this child in the obstetric ward 
of the Bellevue Hospital. While pediatricians maintain that these tumors are 
seen frequently, dermatologists seem to consider the condition as a rarity. 
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A Case for Diagnosis (Rosacea-Like Tuberculid of Lewandowsky?). 
Presented by Dr. Lewis B. Rosrnson. 


&. G. a married woman aged 34, born in Puerto Rico, is presented from the 
Vanderbilt Clinic because of an eruption on the face of seven months’ duration. 


here is a diffuse deep violaceous redness of the cheeks and center of the forehead. 
n 






he eyelids, nasolabial region and perioral region are absolutely free from involv- 
ment. Within the affected areas one can recognize many salmon-red papules not 
over the size of a pinhead which on pressure leave a yellowish point of infiltration. 
There are discrete papules on the chin with no redness, and a few are present on 
the upper eyelids. There are pingueculae in both scleras. 

The results of tests with a 1: 1,000,000 and 1: 10,000 dilution of old tuberculin 
were negative delayed. Dilutions of 1: 1,000 and 1: 100 gave positive results. 

Histopathologic examination showed numerous pilosebaceous structures. In 
the corium were small collections of granular cells, which appeared to be epitheli- 
oid, surrounded by numerous lymphocytes. One such focus contained a giant cell. 
There was also a marked edema. The epidermis was also the site of edema and 
of a leukocytic infiltration. The changes noted were distinctly tuberculoid and 
probably represented a rosacea-like tuberculid of Lewandowsky. 


| 
i 













DISCUSSION 


Dr. Lewis B. Ropinson: I presented this patient with the idea of recalling 
three cases of a similar condition which were presented here last winter. As I 
remember, in all the condition was definitely rosacea-like tuberculid and the 
eruptions looked somewhat different. There are, particularly on the eyelids, 
several brown papules which look like tuberculids and are histologically tubercu- 
lous. I wish to ask Dr. Sulzberger which of these four cases shows the most 
typical example of this disease. It seems to me a little difficult to diagnose the 
eruptions just by looking at them. 

Dr. Marion B. SULZBERGER: The condition is not ordinary rosacea. Yet it 
has certain characteristics resembling rosacea, such as the distribution; and certain 
of the papules perhaps suggest rosacea. However, on looking closely one sees 
that each of these papules represents a pinhead-sized yellowish brown infiltration, 
and one may even venture the opinion that each papule will probably show a 
tubercle or at least a tuberculoid structure histologically. I should clinically 
classify the condition in this case either as a rosacea-like tuberculid or as a lupus 
miliaris faciei disseminatus. These lesions seem small and numerous for lupus 
miliaris faciei. However, the tuberculin reaction points to hyposensitivity, which 
speaks against the diagnosis of rosacea-like tuberculid and in favor of that of 
lupus miliaris. Patients with the rosacea-like tuberculids whom I have seen are 
usually strongly hypersensitive, although exceptionally one may be anergic. In 
lupus miliaris one often finds perfectly developed and typical tubercles. If the 
histologic examination reveals many perfect tubercles, this speaks strongly in favor 
of lupus miliaris faciei; rosacea-like tuberculid shows a tuberculoid structure and 
no real, well formed, completely developed tubercles. It is my opinion that this 
is a tuberculid, and that there is some ground for the diagnosis of lupus miliaris 
disseminatus faciei. If this diagnosis is established, the case may be a fine example 
of the rare variety of this disease which M. Jessner has designated as “micro- 
lupus” miliaris disseminatus faciei. 






























A Case for Diagnosis (Eruption Due to Bromides?). Presented by Dr. A. 
W. GRACE. 


D. F., a woman aged 41, is presented with an eruption on the forehead of 
three weeks’ duration. About six months ago the patient began to have pains in 
the joints. There was no history of sore throat at that time or at any other 
time; and no fever and no tonsillitis was present. The pains in the joints disap- 
peared with the onset of hot weather. Three or four weeks ago the patient had a 
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sudden attack of pain and weakness in the right upper extremities. The muscles 
felt sore, and movements at the shoulder, elbow, wrist and finger were painful. 
She was unable to hold anything in her right hand. There was no redness of 
the limb or joints and no fever. The other extremities were painful, but not to 
the same degree as the right arm. Her physician prescribed bromides to be 
taken three times a day. After four days of this treatment the right arm had 
improved considerably, but “five pimples with yellow heads” appeared on the left 
upper eyelid and on the left upper part and center of the forehead. The two 
former lesions soon disappeared, but the others grew larger and coalesced. The 
face, forehead and upper and lower eyelids became swollen, and the patient com- 
plained of difficulty in reading. She discontinued taking the “bromide” two weeks 
ago, but fresh lesions have continued to appear, and formation of vesicles and 
pustules has been noted. Occasionally there are pain and itching in the lesions. 

There is a violaceous patch, measuring 1 by 3 inches (2.5 by 7.5 cm.), on the 
lower portion of the forehead. The upper edge shows distinct pea-sized brownish 
papules. The lower edge of the lesion is not so distinctly papular and extends 
downward to the bridge of the nose. Over the left eyebrow there are two similar 
areas which feel hard on pressure. There is one lesion in the hairy part of the 
eyebrow. The lesions are firm and painless. There is also a considerable amount 
of edema of the eyelids and cheeks. During the last twenty-four hours a new ery- 
thematous papule has developed just below the left eye. 

The Kline test was negative. 

DISCUSSION 

Dr. Max ScHeEER: I saw the patient three days ago when she came to the 
clinic, and at that time I made the diagnosis of tertiary serpiginous syphilis. | 
still think that is the correct diagnosis because the eruption shows a well marked, 
scalloped border, particularly at the upper edge, with distinct infiltration. I think 
that is the most likely diagnosis, in spite of the negative Kline reaction. The test 
should be repeated, and a Wassermann test of the blood as well as a histologic 
examination should be made. 

Dr. E. WitttAM ABRAMOWITz: I am inclined to agree with Dr. Scheer. A 
bromide eruption starts with a pustule and may form a nodule and coalesce, but 
it hardly leaves a definite infiltrated edge with an arciform arrangement such as 
this patient presents. The center of the lesion is depressed as if it were atrophic. 

Dr. Howarp Fox: The most likely diagnosis, I think, is that of serpiginous 
nodular syphilid, though the symmetrical situation on both sides of the forehead 
is a little unusual. One feature which speaks against a bromide eruption is that 
the lesions are entirely insensitive to the touch. 

Dr. J. GARDNER Hopkins: I think most of the members would consider this 
at first glance as a syphilid. It is interesting to see how closely a bromide eruption 
may resemble a syphilid. As I understand this history, the development has been 
unusually rapid for a syphilid, the lesion having been present only a few weeks. 

Dr. A. W. Grace: I have nothing to add except that all the possible labo- 
ratory determinations will be made. 

Note.—Further observation confirmed the diagnosis of bromoderma. 


Dermatitis Medicamentosa Due to Phenolphthalein. Presented by Dr. 

Larrp S. VAN Dyck. 

C. D., a man aged 67, is presented with a dark red scaling macular eruption 
involving the palms, arms, legs, trunk, lips and penis of three weeks’ duration. 
It first appeared after he took 5 feenamint tablets. He subsequently took 2 tablets 
on several occasions, and a flare-up of the eruption appeared after each dose. 


DISCUSSION 


Dr. E. WiritrAm AsraAmMowit1z: I think the eruption conforms to the type of 
a fixed drug eruption. The patient says that he had an attack one year ago, but 
it was hard to elicit from him whether he had taken anything then which might 
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aye contained phenolphthalein. He thinks he took magnesium sulfate. It is a 
‘ed eruption because the lesions flare up at the sites previously involved. As to 
the question of dose, a tablet of feenamint, I think, contains 1% grains (0.0975 Gm.) 
phenolphthalein. If the patient can take from 7% to 8 grains (0.4875 to 0.52 
(;m.) of phenolphthalein, he is not very sensitive, in spite of the fact that he has 
in extensive eruption. I have been able to produce an eruption in patients with 
is little as %q of a grain (0.0065 Gm.) of white phenolphthalein. 

Dr. J. GARDNER Hopkins: Are not the psoriasiform character and the pres- 
ence of lesions on the palms unusual in eruptions due to phenolphthalein ? 

Dr. Howarp Fox: In my experience, discrete reddish macules on both palms 
nearly always signify secondary syphilis or toxic erythema. As this is apparently 
not syphilis, the possibility of its being an erythema due to a drug seems likely. 

Dr. E. WitttAM AprAmowitTz: The psoriasiform scaly lesions on the palms 
are unusual but may occur when there is an extensive involvement of the body 
or when bullous lesions of the mouth and perianal regions are present. 


Mal de Meleda. Presented by Dr. Henry D. Nies. 

V. B., a girl aged 20, was presented before the New York Dermatological 
Society on Feb. 25, 1936, by Dr. J. Frank Fraser with a diagnosis of keratosis 
palmaris et plantaris and dermatophytosis (Arcn. Dermat. & Sypn. 34:1077 
[Dec.] 1936). 

From June 30 to Sept. 30, 1936, the patient received twelve doses of 14 
skin unit (75 roentgens) of unfiltered roentgen rays, and slight improvement 
resulted. Since that time she has been using a 20 per cent salicylic acid ointment, 
which, she says, has reduced the hyperhidrosis. No local therapy has been given 
for the past two weeks. 

Examination of the urine and a Wassermann test of the blood gave negative 
results. Smears for mycelia gave positive results with material from the right 
sole and negative results with that from the left sole and the nails. Histopathologic 
examination showed keratosis palmaris et plantaris. 


DISCUSSION 


Dr. Henry D. Nites: This patient is of Italian extraction. Her parents are 
cousins and were both born in Italy. Her brother has an identical condition and 
has also been treated in the clinic. In view of the success which my co-workers 
and I had last year with small amounts of roentgen rays, we gave her twelve 
treatments, but only slight temporary improvement resulted. Some improvement 
iollowed the use of salicylic acid ointment. I think the condition is typical, par- 
ticularly in view of the well defined border extending on to the dorsum of the 
fingers and interspaces. The characteristic sour, yeastlike odor of the palms is 
present, though it is somewhat dissipated now by the treatment. The affected 
area has always had that yellowish white color. That is not due to the ointment. 


Lupus Vulgaris; Carcinoma. Presented by Dr. HERMAN GOODMAN. 


W. W.,a managed 59, was presented at the meeting of this section on Jan. 3, 1933 
(Arco. Dermat. & Sypu. 28:111 [July] 1933). A complete report under the 
title of “Lupus Carcinoma: Report of an Unusual Case of Carcinoma Following 
Injury and Implanted Lupus Vulgaris on the Left Upper Extremity” appeared 
in the Journal of Industrial Hygiene (17:276 [Nov.] 1935). The patient is now 
shown to demonstrate progress and results of treatment. 

After an operation in 1935, at which time the carcinomatous mass on the tip 
of the elbow was removed and a wide glandular excision performed, the patient 
was treated locally by high frequency current. He also received irradiation from 
a quartz mercury vapor arc lamp over the entire trunk and the upper extremities. 
Supportive treatment consisting of iron in arsenic, a high caloric diet and hygienic 
measures was given. A salt-free diet was not attempted. 
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Since the previous presentation all evidences of the carcinomatous process have 
remained in abeyance. There has been clinical and histologic evidence of extension 
of the lupus vulgaris which is still being treated. 

The patient complains bitterly of pain across the shoulders and down the arm, 
Every clinical effort, including roentgen examination, has failed to reveal any 
abnormality to account for the pain. His weight remains at 150 pounds (68.1 Kg.) 
his appetite is good, and he appears well, but he is unable to do the simplest task 
because of physical fatigue. 

The interesting features in this case are that the man acquired lupus vulgaris 
late in life at the site of a minor wound sustained while at work. The wound 
was dressed by a fellow workman, and it was supposed that the tubercle bacillj 
gained entrance through the emergency dressing. The lesions degenerated, and 
prickle cell carcinoma supervened. Operative and postoperative treatment have 
kept the disease under control. Carcinoma superimposed on lupus vulgaris of an 
extremity is rare. For both to occur after implantation of the bacilli on a wound 
sustained in industry is regarded as unique. 


Lichen Planus et Acuminatus Atrophicans (Folliculitis Decalvans et 
Lichen Spinulosus of Little). Presented by Dr. Eucene F. Traus. 


D. L., a man aged 33, a window cleaner, noted an eruption on his body which 
he thinks began about four months ago. The eruption is follicular. The eruption 
on the scalp is of long standing, and atrophy and loss of hair are present in 
patches. In the mouth may be found what appear to be typical lesions of annular 
lichen planus. 

Histopathologic examination of a specimen taken from a lesion on the trunk 
showed a slight interstitial edema in the papillary and subpapillary zone. The 
vessels of the upper portion of the cutis were slightly dilated and surrounded by 
a sparse cellular infiltrate composed for the most part of small round cells. The 
microscopic diagnosis was perifolliculitis. Histologic examination of a specimen 
taken from the scalp showed numerous hair follicles in the cutis. Surrounding 
these was a moderate cellular infiltrate composed for the most part of small round 
cells. The vessels of the upper portion of the cutis were slightly dilated and 
surrounded by a sparse cellular infiltrate composed of small round cells. The 
epidermis presented no noteworthy changes. The microscopic diagnosis was peri- 
folliculitis, with no atrophy and no necrosis. 


Report on a Case of the Plummer-Vinson Syndrome. Dr. A. W. Grace. 


C. A., a woman aged 65, was presented at the meeting of this Section on 
Nov. 4, 1936 (ArcH. Dermat. & Sypu. 36:200 [July] 1937). 

For the greater part of the past two months the patient has received treatment 
with ferrous sulfate. The total red blood cell count’rose from 3,000,000 to 3,500,000, 
and the hemoglobin content rose from 70 to 75 per cent. The central portion of 
the ulcerated lesions in the mouth, which were about the size of a 25 cent piece 
or slightly larger, have healed completely, but the peripheral portion is still active. 
The patient feels better. The treatment with ferrous sulfate will be continued for 
three months. Fractional gastric analysis was attempted, but the patient is afraid 
to swallow the tube as it is difficult for her to swallow solids. It has not been 
possible to persuade her to have a fluoroscopic examination of the stomach to see 
if there is a lesion there. On the whole she is definitely improved. 


Lupus Erythematosus Disseminatus. Presented by Dr. Davin BLoom. 


Squamous Cell Epithelioma. Presented by Dr. Louis TuLrpan. 
Purpura. Presented by Dr. A. W. Grace. 
Neurofibromatosis. Presented by Dr. Howarp Fox. 


Folliculitis of the Scalp. Presented by Dr. Evucene F. Travs. 
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Adiponecrosis Subcutanea Neonatorum. Presented by Dr. Howarp Fox. 


W. G., a boy aged 6 weeks, is the first child of a mother aged 27. He weighed 
734 pounds (3,515 Gm.) at birth. Labor lasted twenty-eight hours; the cord was 
wound twice around the neck. A forceps was not used, and no resuscitation 
measures were necessary. The lesions were first noticed three weeks after the 
patient’s birth. The greater part of the eruption is symmetrically situated on the 
buttocks, on the postero-external aspect of the thighs and legs and to a much less 
extent on the inner aspects of the legs. In these locations the eruption consists 
of diffuse hard subcutaneous areas which are sharply defined and insensitive to 
touch and do not pit on pressure. The overlying skin is normal in color. There 
are also a few pea-sized indurations at the nape of the neck and on the extensor 
aspects of the arms. The face and back are not affected. The baby now weighs 
10% pounds (4,649 Gm.) and appears to be in excellent general health. A fluoro- 
scopic examination by Dr. Louis Weymuller revealed shadows which were thought 
to be fatty acid crystals. 

DISCUSSION 
(The members agreed unanimously with the diagnosis.) 


Lichen Planus of Zosteriform Configuration. Presented by Dr. Howarp Fox. 


Mrs. J. A. P., aged 60, first noticed the eruption six weeks ago. It appeared 
suddenly without apparent cause and attained its maximum development within one 
week. She has received five fractional doses of roentgen radiation, consisting of 
75 roentgens and the lesions have begun to undergo involution. The eruption is 
unilateral and extends from the inner aspect of the right breast upward and out- 
ward, above the axilla and downward along the antero-internal aspect of the right 
upper extremity to the tip of the middle finger. It appears as a broad band on 
the arm tapering to a single line of papules on the lower part of the forearm, 
on the palm and on the middle finger. Two weeks ago the eruption presented 
the classic picture of lichen planus, the papules tending to coalesce. On the palm 
and finger they were yellowish and looked vesicular, though they contained no 
fluid. There was moderate itching, but no scratch marks were seen. There was 
no involvement of the mucous membranes of the mouth or genitals. The patient 
is somewhat stout but is apparently in excellent general health. 


DISCUSSION 
(The members agreed unanimously with the diagnosis.) 


A Case for Diagnosis (Pigmentation of the Face and Knee). Presented 
by Dr. Frep WIsE. 


Mrs. R. F., a private patient aged 66, presents a discoid patch of reddish brown 
pigmentation the size of a dollar on the right cheek and a similar area about 1 inch 
(2.5 cm.) in diameter on the left knee. The lesions first appeared about seven 
months ago; their color has gradually become more pronounced. It was at first 
red, then changed to slate-gray and finally became reddish brown. The spots 
resembled pigmentations due to ‘phenolphthalein, but no evidence of any drug 
eruption could be elicited after prolonged observation, and the lesions did not flare 
up after ingestion of either phenolphthalein or antipyrine. 

The histologic picture suggested toxic melanosis of Riehl. 
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DISCUSSION 
Dr. Ray H. Rutison: I think this is a drug eruption; but not necessarily one 
due to phenolphthalein. It may be caused by one of the barbiturates, 
Dr. EuGene F. Traus: I think one should rule out a simple neurodermatitis. 
unless the histologic section excludes that. 


A Case for Diagnosis (Majocchi’s Disease?). Presented by Dr. Howakp 

Fox. 

C. C., a woman aged 21, a clerk, has suffered continuously from an eruption 
for the past six years. It is situated mainly on the lower parts of the legs, on 
the ankles and to a lesser extent on the thighs and on the left forearm. The 
eruption is roughly symmetrical and consists of areas of fine telangiectases from the 
size of a dime to that of a nickel. A pinhead-sized petechia is present at the 
periphery of each area. The older lesions exhibit an atrophic, slightly depressed 
center from the size of a millet seed to that of a pea. Surrounding this are 
numerous closely aggregated pinpoint dots which are brownish and do not dis- 
appear on pressure. The patient has had scarlet fever, pneumonia and jaundice. 
Her mother died of cancer. Her father is living and suffers from paralysis 
agitans. She has four sisters and two brothers who are living and well. One 
of her sisters formerly had tuberculosis but is now apparently cured. 


DISCUSSION 

Dr. GeorceE M. MaAcKeEe: I cannot identify the condition as Majocchi’s disease : 
certainly it is not typical. There are certain characteristics that presumably must 
be present in order to constitute bona fide Majocchi’s purpura. Briefly, in 
Majocchi’s disease there are definite exacerbations and remissions. An exacerba- 
tion is active and lasts three or four months, and then there is a remission of 
an indefinite period, from a few months to a year or two, Then, in purpura annu- 
laris telangiectodes, as the name implies, there is purpura, which I did not detect 
in this case. The elementary lesion is the so-called cayenne pepper spot which 
may be a punctate hemorrhage, an ectatic vessel or both. As the lesion clears 
in the center, with pigmentation and sometimes a little atrophy, it spreads peri- 
pherally by the formation of new cayenne pepper spots or new puncta or telangi- 
ectatic vessels. Then the lesion disappears, leaving pigmentation and sometimes 
a little atrophy and loss of hair. The eruption usually involves the legs, but it 
may be generalized. In this patient there has been steady progress for six years. 
There is telangiectasia but little or no hemorrhage and pigmentation. The atrophy 
is marked, so much so that the atrophic areas look more like scars resulting from 
ulceration. To some degree this feature has been noted in Majocchi’s purpura. 
I think that in this country there have been only four bona fide cases of Majocchi’s 
disease, all of which I have observed. There have been many cases of a condition 
thought to be possibly Majocchi’s disease, but no definite diagnosis was ever made. 
This patient may have a mild or aberrant type of Majocchi’s disease. All I can 
say is that her condition is not typical. I suggest that a histologic examination be 
made, to ascertain if the typical panarteritis, hyaline degeneration of the vessel 
walls and aneurysms of the arteries are present. I forgot to mention another 
essential characteristic of Majocchi’s disease, which is, as the name implies, the 
formation of definite annular lesions; this is not present in this case. Rheumatic 
symptoms may or may not be present. I assume that all or most of these features 
must be present in order to make a diagnosis of Majocchi’s purpura, unless the 
conception of the disease is to be broadened. I suggest that in this case there is 
an essential telangiectasia or a dermatitis hemostatica. 

Dr. Evcene F. Travs: I do not want to discuss this case from the standpoint 
of diagnosis, because I do not know what to call the condition, but Dr. Kelly and 
I have seen two patients with an exactly similar eruption, and I have seen another 
one recently at the hospital. We studied these cases from the standpoint of 
etiology, and both patients had foci of infection in the tonsils. This woman had 
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her tonsils removed about a year ago, and she is quite positive that she has had 
no new lesions since then, but there has been no recession of the old lesions either. 
We tested and treated our patients with snake venom. In one case the lesions 
which disappeared after that treatment had been recurrent ones before the tonsils 
were removed. 


Dermatitis Actinica Due to Roentgen Rays Treated with the Leaf of 
Aloe Vera. Presented by Dr. Howarp Fox. 


Mrs. A. T., aged 59, was treated for eczema of the palms and soles eight years 
ago by a roentgenologist in a city in the south. She states that fifteen treatments 
were given at intervals of from three to six weeks. Two or three years later 
she began to notice telangiectases. Such lesions are now extremely profuse on the 
leit sole and are present to a lesser degree on the right sole and on the palms. 
One year ago “blisters” began to appear on the left sole, and when the patient 
was first seen by me, three months ago, there was an area of superficial ulceration 
and crusting occupying nearly one third of the sole. It is painful and tender and 
interferes seriously with walking. The patient is presented to show the effects 
of treatment with the leaf of Aloe vera and with an ointment containing aloe. 
She used the aloe daily for two weeks, applying the sap of the leaf during the 
day and an ointment at night. This was followed by considerable lessening of the 
pain and by decrease in the size of the ulcer. The ointment appeared to increase 
the pain when it was used continuously day and night for three days, and its use 
had to be discontinued. She then applied sap from Aloe vera continuously for 
three days, and this did not give relief; she thought that it caused the ulcer to 
“open up” again. 

DISCUSSION 


Dr. Frep Wise: I have obtained excellent results with, the leaf and poor 
results with the ointments. 

Dr. Henry H. WuiteHouse: I wonder if there is not a malignant process 
developing as a result of roentgen ray dermatitis going on for years, as is often the 


case. The lesion has a raised, hard border, and the ulceration is deep. I suggest 
that it has degenerated into a carcinomatous condition. Therefore, I think that 
the treatments which have been used can have only a temporary effect. 

Dr. A. BENSON CANNON: My experience has been the same as that of Dr. 
Wise. I have obtained excellent results with the leaf and none with the ointment. 
[ think that the leaf is especially beneficial for healing deep ulcers when there is 
considerable pain. Pain has been relieved, and the ulcers have entirely healed. 
The ulcers have remained healed as long as two years in some cases. 


Dr. GeorGE M. MacKee: My experience has also been the same as that 
already expressed. I have obtained no results with the ointments, whereas the 
results have often been good with the leaf, but only in the treatment of ulcers. 
I have seen no benefit in roentgen keratoses, telangiectasia and atrophy. This 
patient clinically has roentgen keratoses which have undergone more or less ulcera- 
tion, and assuming that there is no epithelioma, which is an unwise assumption, 
it would be necessary in order to obtain a good result first to destroy and remove 
the keratoses and then to apply the leaf of Aloe vera. Frankly, I am afraid that if 
the results are not satisfactory in a short time, an epithelioma is likely to develop. 
Even if the result is satisfactory, epithelioma is likely to develop later. I am 
in favor of a plastic operation. 

Dr. Ray H. Rutison: My results with the ointments have been unsatisfactory. 
Irritation has followed their use fairly uniformly. The leaf is much less objec- 
tionable and seems to relieve the pain. 

Dr. Howarp Fox: In view of the excellent results that have been reported 
in the treatment of painful ulcers due to roentgen rays or radium, I was dis- 
appointed with the action of the fresh leaf preparation, which did not seem to help 
this woman greatly. It did not cause permanent healing and finally seemed to be 
irritating. All the keratoses were removed before the sap of Aloe vera was applied. 
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I cannot see any clinical evidence of epithelioma at this time, but I realize that 
this may occur later. I told the patient that if the ulcer did not heal in a short 
time she should submit to a plastic operation. 

Dr. Ray H. Ruttson: I wonder if there is any diagnostic value in the results 
of the use of the leaf itself if it fails to heal the ulcer. I have used it in two cases 
of malignant disease; in neither did the ulceration heal, although there was some 
relief from pain. 


Multiple Stellate Telangiectases. Presented by Dr. Joserpn J. Etter. 

Mrs. C. C. M., aged 45, is presented because of multiple spider-like telangi- 
ectatic lesions located on the arms, the legs, the back, the chest, both cheeks and 
the mucous membranes of the oral and nasal cavities. She states that the present 
condition began about four years ago, when similar lesions were seen over both 
patellae. These later disappeared and recurred on other areas. The patient’s 
husband states that she has used alcohol in excessive amounts for a long time. 
Up to a year ago she consumed ten cocktails daily. About one year ago she 
became unable to take strong alcoholic beverages without nausea and changed to 
the consumption of beer; she drinks about eight bottles daily. Four years ago 
she had a spontaneous gastro-intestinal hemorrhage and bleeding from the pharynx 
and rectum. The family history is irrelevant. 

There are numerous stellate, spider-like telangiectatic lesions, which emanate 
radially from a lentil-sized reddish papular center. These efflorescences range in size 
from that of a dime to that of a half-dollar piece and are disseminated over the 
back, the chest, both extremities, the face and the buccal and nasal mucosa. There 
is a markedly enlarged liver with a sharply defined border, which is palpable 
approximately 3 fingerbreadths below the costal margin. The spleen is not palpable. 
The blood pressure was 95 systolic and 60 diastolic. Other physical findings are 
normal. 

On Nov. 30, 1936, a blood count made in Stamford, Conn., showed 3,130,000 
red cells, 6,200 white cells, 65 per cent hemoglobin and 210,000 platelets. A differ- 
ential count showed 58 per cent polymorphonuclear leukocytes, 36 per cent small 
lymphocytes and 6 per cent large lymphocytes. The bleeding time was two and a 
half minutes, and the coagulation time was nine and a half minutes. 

On Jan. 6, 1937, the patient was admitted to the Norwalk General Hospital, 
Norwalk, Conn., because of severe epistaxis. She was given a transfusion, 300 cc. 
of blood being used. Examination of the blood at that time showed a red cell 
count of 4,160,000 and a hemoglobin content of 87 per cent. The coagulation time 
was four minutes, and the bleeding time, three and a half minutes. A differential 
count made on January 9 showed 8,800 leukocytes, with 72 per cent polymorpho- 
nuclears, 1 per cent eosinophils and 25 per cent lymphocytes. There were 20,000 
platelets. 

On January 18 examination of the blood showed 3,450,000 red cells, 69 per 
cent hemoglobin and 39,000 platelets. The coagulation time was four and a half 
minutes. The white cell count showed 4,000 leukocytes, with 66 per cent poly- 
morphonuclears, 1 per cent eosinophils, 2 per cent basophils, 29 per cent !ympho- 
cytes and 2 per cent large mononuclears and transitional cells. 

On January 22 another examination of the blood was made by Dr. N. Rosen- 
thal, who reported that there were 4,400,000 red cells, 13,800 leukocytes and 
170,000 platelets. The coagulation time was ten minutes and the bleeding time 
zero. The tourniquet and the pinch test were negative, and the clot retraction time 
was normal. The differential leukocyte count at this examination showed 57 per 
cent polymorphonuclears, 30 per cent lymphocytes, 10 per cent monocytes, 2 per 
cent eosinophils and 1 per cent basophils. Dr. Rosenthal stated that this blood 
picture ruled out a diagnosis of purpura haemorrhagica. 

The Wassermann reaction of the blood was negative. 

The question arises whether the telangiectasia is related to the probable hepatic 
insufficiency. 

DISCUSSION 

Dr. Epwarp R. Matoney: I have observed several cases just like this one. 
I do not think that the condition is Osler’s disease. All the cases I observed 
were in women addicted to the use of alcohol; all had a hepatic dysfunction 








SOCIETY TRANSACTIONS 893 


resulting from the alcoholism, and all had multiple lesions as this woman has. In 
one case the attending physician was a well known internist, and he definitely 
ascribed the cutaneous condition to the disease of the liver. I have removed many 
of the lesions by touching their centers with the electric spark; they can be treated 
by electrolysis just as spider nevi. In fact, they resemble spider nevi. None of my 
patients had hemorrhages from the nose or rectum. 

Dr. Ray H. Rutison: I agree with Dr. Maloney. 

Dr. Paut E. Becuet: In my opinion the lesions strongly suggest multiple 
hemorrhagic telangiectasia, or Osler-Weber’s disease, and that diagnosis appears to 
me to be the most plausible one, despite the absence of any familial tendencies. 

Dr. Epwarp R. Matoney: I[ think the difference probably is in the stage 
of the disease. It is probable that as the malady goes on, even though it is not 
Osler’s disease, hemorrhages from the intestines and even possibly hemorrhages 
from the nose will occur. One patient with this condition whom I followed for two 
years died of pneumonia and had never had hemorrhages. 

Dr. Eucene F. Traus: Dr. Williams considered all those cases as examples 
of mild abortive Osler’s disease. 

Dr. GeorGE M. MacKee: I doubt that hemorrhages into the membranes with 
naevus araneus of the skin can establish the diagnosis of Osler’s essential telangi- 
ectasia, because there certainly are many cases of spider nevi in which there are 
nosebleeds, either in the patient or in members of the family. This might be con- 
sidered as a case of widespread giant spider nevi. It is possible that that condition 
can be included in Osler’s syndrome, but I doubt it. 

Dr. Howarp Fox: Would the test with venom be of any value in this case? 

Dr. JosepH J. Etter: In answer to Dr. Fox’ question, I wish to state that 
the pathologist at the Mount Sinai Hospital thought that venom was not indicated 
in this type of case. 


Generalized Erythroderma (Prefungoid Stage of Mycosis Fungoides). 


Presented by Dr. Frep WISsE. 

Mrs. F. R., a housewife aged 57, first noticed areas of redness of the skin 
on the hips and abdomen three years ago. Two months after its appearance the 
red and itchy eruption spread to other areas of the body, involving most of the 
surfaces of the skin. 

When she applied for treatment at the French Hospital yesterday examination 
showed an almost universal inflammation of the skin, which is dusky red and is 
smooth and devoid of scales. The whole body is involved except the flexor sur- 
faces of the extremities, the palms and the soles. The patient complains of itching, 
but there are no scratch marks, and there is no evidence of infiltration or of plaque 
formation. The axillary and femoral glands are moderately enlarged but not 
tender. 

The eruption resembles the type of erythroderma preceding either mycosis 
fungoides or one of the leukotic dermatoses. The patient has been treated at the 
Metropolitan Hospital, where a histologic examination was made of a piece of 
skin from the hip, but the microscopic report gave no clue as to the nature of the 
eruption. 

The blood count was normal, and the Wassermann reaction of the blood was 
negative. 

Note.—Microscopic examination demonstrated lymphatic leukaemia cutis in 
three biopsy specimens. 

DISCUSSION 

Dr. Frep Wise: About a year ago I presented before this society a man 
whose skin was smooth, noninfiltrated and red. He came to the New York Post- 
Graduate Medical School and Hospital six months later, his skin being covered 
with infiltrations of mycosis fungoides. He is now in the New York Hospital, 
dying of mycosis fungoides. I do not know whether this woman will have mycosis 
fungoides or a leukotic erythroderma, but a further study is being made. 
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Acne Varioliformis. Presented by Dr. EuGene F. Travs. 


B. G., a woman aged 47, born in Russia, a housewife, was first seen on Jan. 18. 
1937, with an eruption on the face of from four to six months’ duration. 

There are papular and papulopustular lesions grouped on the forehead and 
scattered on the cheeks and chin. The lesions heal by undergoing central necrosis 
and scarring. The patient has never had an eruption before. The Wassermann 
and the Kahn reaction of the blood were negative. A histologic examination made 
on January 18 showed acne varioliformis. 


DISCUSSION 

Dr. Henry H. Wuitenouse: I could not see any scars. Perhaps [ could 
not make a good examination in this light. 

Dr. Frep WIsE: I agree with the diagnosis as presented. 

Dr. Howarp Fox: I did not see any pitted scars and cannot understand hoy 
a clinical diagnosis of acne varioliformis could be made in the absence of such 
changes. 

Dr. Epwarp R. MaAtoney: -I do not agree with that diagnosis. I cannot 
make the diagnosis of acne varioliformis in this case. All I could see was a 
papular dermatitis. There was some crusting. The papules were not particular}; 
grouped; at least they did not seem to be. 

Dr. Ray H. Rutison: I should not dare to make a diagnosis of acne varioli- 
formis without scarring, and I could find no scarring in this case. 

Dr. GeorceE M. MacKee: I think that perhaps there is a type of acne varioli- 
formis in which there is either no, or only little, scarring, but of course in the 
majority’ of cases, and in a case of severe involvement such as that shown by 
this patient, one would expect scarring to be present. On the other hand, it is 
possible, since this is the first attack and has existed for only a few weeks, that 
there has not been time for scarring to occur. I think the condition may be acne 
varioliformis but is not necessarily that, and time will probably show whether it 
is or is not. If a few more exacerbations and scarring appear, the diagnosis may 
be proved. 

Dr. Epwarp R. Matoney: I could find no lesions on the scalp. The lesions 
were confined entirely to the forehead; there were no lesions beyond the hair 
line, as there usually are in acne varioliformis. 

Dr. Paut E. Becuet: Despite the fact that all these lesions were apparently 
so recent that perhaps there had not as yet been time for characteristic symptoms 
of acne varioliformis to develop, there were points in favor of that diagnosis, 
namely, some necrotizing centers and superficial pitlike scarring. The eruption 
apparently belongs to a group which though now classed as acne varioliformis 
has a somewhat different course and symptoms, namely, shows more tendency to 
pustulation with a more acute reddened appearance. Central necrotization is less 
noticeable, and resulting scars are infrequent and quite superficially pitted. The 
lesions are almost invariably limited to the portion of the scalp over the temples 
and at, and beyond, the hair line. The nose and cheeks are rarely affected. This 
eruption is much more amenable to treatment with ammoniated mercury than the 
ordinary type of acne varioliformis. 

Dr. Evcene F. Traus: I should not have presented the patient with the 
diagnosis of acne varioliformis if there had not been scars. Perhaps the members 
were unable to see them in this light, but there are definite pitted scars on the 
face. The patient also has a few lesions on the scalp. A section of skin was 
examined microscopically, and the report which I have just received confirms the 
diagnosis of acne varioliformis. 


Lichen Planus with Atypical Histologic Structure. Presented by Dr. Rev 
WISsE. 
J. G., a man aged 46, born in Poland, was first seen on Dec. 19, 1936, at which 
time he had an eruption on different parts of the body of two and one-half months’ 


duration. 
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he eruption consists of typical papules of lichen planus of different sizes and 

-arying grades of development and evolution. The most widespread and con- 

uous lesions involve the upper portion of the back, the arms, the legs, the penis, 

rotum and the abdomen. The buccal mucosa and palate also show character- 
lesions. 

‘he patient is presented because a section removed from a fully developed 
papule showed an aberrant histologic structure. The microscopic diagnosis was 
toxic lichenoid dermatitis. 

DISCUSSION 


Dr. Frep Wise: Every one, I think, agrees that this eruption is lichen planus. 


Lichen Planus and Lichen Nitidus. Presented by Dr. Eucene F. Travp. 


G. R., a man aged 24, born in the United States, was first seen on Jan. 6, 1937, 
at which time he had an eruption of two and one-half years’ duration. There 
was no history of tuberculosis in the family, and the patient’s past history was 
irrelevant. At the onset of the disease the patient had lichen planus involving 
the penis, the face, the arms and the flexor surfaces of the elbows, Some lesions 
were present on the eyelids. On the volar aspect of the left wrist there was a 
linear violaceous patch in which the individual papules were distinguished without 
difficulty. Slight scaling was present. Surrounding this lesion were innumerable 
flesh-colored papules the size of millet seeds which were apparently individual 
papules. 

On the upper and lower eyelids are annular violaceous atrophic lesions, the 
borders of which show distinct papules. On the right zygomatic area there is an 
infiltrated violaceous patch the size of a pea with a suggestion of a beginning 
atrophic center. On the volar aspects of the wrists are two small slightly infil- 
trated violaceous patches composed of definite lichen planus papules. Lichen 
nitidus is present in the anterior aspect of the left shoulder, on the flexor surfaces 
of the elbows, on the shaft of the penis and about the left wrist in the form of 
typical whitish flat papules the size of small millet seeds. 

The diagnosis seems to be lichen planus associated with lichen nitidus. 


The patient received eight intramuscular injections while he was hospitalized at 
the New York Post-Graduate Medical School and Hospital for his cutaneous con- 
dition. On January 15 he received 4% skin unit (75 roentgens) of unfiltered radia- 
tion to the lesion on the volar surface of the left wrist. 


DISCUSSION 

Dr. Eowarp R. MaAtoney: Dr. Traub presents this case with diagnosis of two 
diseases which are not alike in etiology. I think there is no question that the 
patient has lichen planus. There are certainly lesions of lichen planus present, and 
there are lesions around the lesions of lichen planus and in other portions of the 
skin which closely resemble lesions of lichen nitidus. I do not think they are 
typical of that disease, but they do resemble it strongly. Lichen planus is supposed 
to be due to a toxin. Lichen nitidus usually has been accepted as a form of 
tuberculid. I think there is one condition in this case, not two, and I think that 
whatever is producing the lichen planus is also producing the lesions which 
resemble lichen nitidus. It would be easy to make a biopsy of material from 
some of these lesions. The histologic picture of lichen nitidus is so characteristic 
that the diagnosis can be made readily. 

Dr. J. FRANK Fraser: Lichen planus and lichen nitidus have been reported 
to occur in the same person, but this diagnosis cannot be made from the gross 
appearance of the lesions. The papules which to the naked eye show the features 
of lichen nitidus may prove on microscopic examination to be lichen planus. I 
have observed one case in which this occurred. 

Dr. Georce M. MacKee: I agree with the diagnosis as presented. I think 
that the patient has lichen planus and that the lesions have been modified con- 
siderably by the treatment. The small lichen nitidus-like lesions around the lesions 
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of lichen planus may be of the type Dr. Maloney has mentioned, but clinically the 
lesions on the shaft of the penis certainly look like typical lichen nitidus. 

Dr. Eucene F. Traus: When the patient was seen for the first time, all the 
lesions of both diseases, assuming that two diseases are present, seemed to be 
absolutely characteristic. I do not believe that any clinician would have doubted 
the existence of both conditions. As Dr. MacKee has mentioned, the treatment 
has somewhat modified their appearance. There is no doubt about the lesions of 
lichen planus. The only question that can arise is whether the smaller lesions are 
lichen nitidus. In the “Year-Book of Dermatology and Syphilology” for 1934. 
there is an abstract of an article by B. Raszkes (Acta dermat. 14:375 [Dec.] 1933) 
in which a case of lichen planus and lichen nitidus occurring in the same patient 
is reported. Histologic pictures characteristic of both diseases are said to have 
been observed. There is no reason why these two diseases cannot occur simulta- 
neously. I understand that a colleague at the hospital has a patient in whom the 
existence of both diseases is proved histologically. He has asked my permission 
to add this case to his in an article which he is writing. I could not make a histo- 
logic examination before the patient was presented because he is a former medical 
student and a little shy of having tissue removed for biopsy. However, I shall 
attempt to make one. 


Ulceration of the Labial and Buccal Mucosa (Tuberculosis?). Presented 
by Dr. Frep WISE. 

C. F., a man aged 36, born in Italy, was first seen on Jan. 23, 1937. His 
trouble was of four years’ duration. 

The disease began on the middle of the lower lip as a small sore which he kept 
picking. The lower lip began to swell, and one year later the upper lip also 
became swollen. No history of redness or pain in the lesion was obtained. Less 
than one year after the beginning of the ulceration on the lip the buccal mucosa 
was invaded, and then the disease spread to the corners of the mouth. During 
the past two or three months the swelling and redness of the lips have become 
intensified. 

The lips of the patient are considerably swollen. Some erythema, scaling of 
the lips and rather closely set pinhead-sized papules are present in the vicinity of the 
angles of the mouth. On both sides of the buccal mucosa, extending from the 
corners of the mouth backward toward the angles of the jaws, are triangular 
ulcers ; the bases of the triangles are adjacent to the mouth and are 1 inch (2.5 cm.) 
in width and about 2 inches (5 cm.) in length. These ulcers have a moist and 
granulomatous surface and are painful and tender. The edges are sharp and some- 
what undermined. 

Several Wassermann tests of the blood have beein reported as negative from 
other clinics. The patient had received six injections of arsphenamine before his 
visit to the clinic, but there had been no improvement form this therapy. 


DISCUSSION 

Dr. Eucene F. Traus: The ulcers in the mouth seem to have a definitely 
undermined border and a rather ragged base with a seropurulent discharge. | 
wonder if a tuberculous ulceration has been excluded? This is a lesion about the 
orifice, in an Italian patient, and lupus is known to be common in Italians. The 
tuberculous ulceration in the mouth may well account for all the lymphangitis and 
swelling. The color’of the skin on the outside also suggests this possibility. I think 
that tuberculosis should be one of the first diseases considered in making a 
diagnosis. 

Dr. Grorce M. MacKee: The patient has some sort of lymphangitis of the 
lips, that is true, and the whole picture, including the ulcers in the mouth, may be 
due to pyogenic organisms. However, the long duration (four years) and the tact 
that the ulceration in the mouth looks like a granuloma make me agree with 
Dr. Traub. The condition may be tuberculosis. If it is not tuberculosis, it may 
be some other form of granuloma, such as lymphogranuloma. 
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Acne Varioliformis and Papulonecrotic Tuberculid in the Same Patient. 
Presented by Dr. Paut E. BEcHert. 


S. S., a man aged 25, born in the United States, when first seen on Dec. 15, 
1936, suffered from a cutaneous disease of eight years’ duration. The scalp pre- 
sents a few discrete, elevated crusted lesions the size of the head of a match, some 
of which show central necrotic changes. Depressed varioloid, nonpigmented scars 
are also discernible. The entire surface of both legs shows a number of depressed 
scars, some of which are violaceous and some of which are the typical punched- 
out, crateriform scars of papulonecrotic tuberculid. Violaceous lesions with crust- 
ing and central necrotization are also present. 

Histologic examination revealed a picture belonging to the papulonecrotic group. 
Urinalysis gave negative results. The Wassermann and the Kahn reaction of 
the blood were negative. Tests with 1: 1,000,000, 1: 100,000 and 1: 10,000 dilutions 
of old tuberculin were positive. 

DISCUSSION 

Dr. Paut E. Becuet: In my opinion the clinical evidence is overwhelmingly 
in favor of the diagnosis of acne varioliformis and papulonecrotic tuberculid in 
the same patient. Instances of such association have been reported; one was 
recorded by Schamberg (J. Cutan. Dis. 28:414, 1910). 


Psoriasis Simulating Tinea Corporis. Presented by Dr. Paut E. BercuHeEt. 


M. C., a man aged 21, consulted me on Jan. 21, 1937, for relief of an eruption 
of three years’ duration. 

The knees and elbows present the characteristic sharply circumscribed silvery- 
scaled, reddened infiltrated patches of typical psoriasis. Lesions on the body, how- 
ever, present an entirely different picture, being completely circinate and having 
clear centers and narrow, slightly scaly borders. Some of the borders on the 
smaller lesions give an impression that they are vesicular. This is fallacious, 
however, for on closer inspection scaling is discernible. 

A careful examination of scrapings from the edges and centers of the lesions 
showed no fungi. 


Diffuse Cutaneous Atrophy with Alopecia Areata of the Outer Half of the 
Right Eyebrow and Juxta-Articular Nodules. Presented by Dr. Frep 
WISE. 

B. S., a woman aged 40, a housewife, born in Russia, was first seen on Jan. 19, 
1937, at which time she had an eruption on the extremities, buttocks and sides of the 
neck of ten or more years’ duration and a lesion on the right eyebrow of two 
months’ duration. 

The skin as a whole shows a generalized diffuse atrophy; there is pronounced 
wrinkling of the elbow and knee regions. The atrophy is most marked on the 
extensor surfaces of the upper and lower extremities and on the face, neck, buttocks 
and abdomen. The skin of the chest and breasts is only partly involved in the 
atrophic process. There is a fairly sharply defined line of demarcation about 
2 inches (5 cm.) below the groins and on the outer aspects of the vulva and 
perineum; in these areas the adjacent skin is unaffected. 

Juxta-articular nodules from the size of a pea to that of a hazelnut can be 
palpated near both elbows. On the middle of the extensor surface of the left 
forearm is a boggy subcutaneous tumor, resembling a lipoma. The outer surface 
of the right eyebrow is devoid of hair. The patient states that her father and a 
younger sister have similar nodules near the elbows. 

She complains of dryness of the skin and of moderate itching. Her general 
health is unaffected. 


Alopecia Cicatrisata. Presented by Dr. Frep WISE. 
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Report on a Case for Diagnosis (Lesion on the Right Thumb). Presented 
by Dr. EuGeNE F. TRAvs. 

L. L., a woman aged 33, was presented before this society on Nov. 24, 1936, 
for diagnosis (Arcn. Dermat. & SypH. 36:382 [Aug.] 1937). The lesions are 
gradually resolving; two of the three have disappeared entirely as a result of 
roentgen therapy. The third lesion is still present but is smaller. The lesions 
apparently were warts. 


Report on a Case of Sarcoma of the Foot. Dr. Eucene F. Travs. 


F, R., a man aged 65, was presented before this society on Oct. 26, 1936 (Arcu. 
DerMaT. & SypH. 35:1196 [June] 1937). After he was presented the patient 
Was given several more roentgen treatments, but no material benefit resulted. The 
lesion was then again excised and recurred promptly. Since then the leg has been 
ampuated. All the studies and the clinical course have confirmed the diagnosis of 
malignant sarcoma rather than that of Kaposi’s sarcoma. 





CHICAGO DERMATOLOGICAL SOCIETY 
Otto H. Foerster, M.D., President 
University Hospital, Ann Arbor Mich., Feb. 21, 1937 


HERBERT RATTNER, M.D., Secretary 


Mycosis Fungoides with Poikiloderma-Like Changes.’ 


L. N., a housewife aged 51, says that approximately six years ago there 
developed on the skin an eruption which began on the forearm and gradually 
involved the entire body. Since that time she has had slight remissions, but 
a marked persistency has been present during the last two to three years. Redden- 
ing of the skin has been associated with marked pruritus and burning, and this 
has been followed by “peeling.” During the last two or three years there has 
developed a peculiar pigmentation, which apparently has not changed markedly. 

There is a generalized eruption which presents the following outstanding char- 
acteristics: (1) a generalized exfoliation, most marked on the face, abdomen, 
palms, wrists and forearm. (2) A reticulated brownish pigmentation arranged in 
a definite pattern; (3) several small erythematous plaques, slightly infiltrated 
and varying in size from that of a dime to that of a dollar. These lesions are 
most prevalent on the back and thighs. 

The Kahn test was negative. . 

The histologic examination was reported on as follows: In the subpapillary 
layer of the corium was a diffuse infiltration of lymphocytes and polymorpho- 
nuclear neutrophils. Hyperplasia of squamous epithelium was noted. The infiltra- 
tion stopped abruptly at its lower level at a constant depth below the epidermal 
surface. There were marked atrophic changes in the epidermis combined with the 
hyperplasia. There was much doubt that the condition belonged to the !ympho- 
blastoma group, and the only diagnosis that could be made was that of chronic 
dermatitis of unknown etiology. 

General physical examination showed nothing unusual except obesity. 


DISCUSSION 


Dr. S. W. Becker: I have no definite idea as to the nature of the condition, 
but I can mention some things which I do not believe it is. When I first saw the 


1. All the cases except that of Dr. Loren Shaffer and that of Dr. Robert C. 
Jamieson were presented by Dr. Udo J. Wile and his staff. 
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yatient | thought that it might be an arsenical pigmentation. Some of the patches 
on the abdomen are diffuse and show tiny nonpigmented areas, but the patient 
stated that she had not taken arsenic. On other portions of the body, on the upper 
portions of the arms for instance, the strands of the pigmented net are so large 
that they might be the borders of venous drainage. The section is unique. It does 
not show typical exfoliative dermatitis. Thickening and thinning of the stratum 
granulosum, which denote lichenoid change, are present, and there is a tremendous 
infiltration in the papillary and subpapillary layers. Against the diagnosis of 
poikiloderma is the fact that there is no real telangiectasia. Some patients have 
an eruption which starts as lichenoid papules and later changes to atrophy and 
pigmentation, and this patient’s condition may fall in that group. 


Dr. HarTHER L. Kerm, Detroit: I think Dr. Wile will agree that as experi- 
ence regarding the group of lymphoblastomas enlarges one sees more and more 
of the poikiloderma-like changes in the skin. This is particularly evidenced by 
the case under consideration. Several patients in my series of twenty presented 
similar poikiloderma-like changes, and one in particular like this patient, showed 
almost identical changes without any increase in the number of circulating white 
blood cells. Another patient whose condition was regarded as lymphosarcoma 
showed a similar change, particularly over the trunk and arms, although there was 
more telangiectasia present. It will be recalled likewise that in Dr. Lane’s case, in 
which necropsy showed a typical lymphosarcoma, there were similar poikiloderma- 
like changes. I have a definite feeling that this patient has lymphoblastoma asso- 
ciated with aleukemic leukemia, and this opinion is further substantiated by the 
sharp bandlike infiltration which is present in the biopsy specimen. 


Dr. RicHarp S. Wertss, St. Louis: The diagnoses which have been mentioned 
also occurred to me. The history that I obtained, however, showed that the 
woman had formerly been exposed to arsenic in the form of a spray for fruit trees; 
this, however, has not occurred recently. I agree with Dr. Keim that in all 
probability the condition will fall into the lymphoblastoma group. 


Dr. OLIVER S. ORMSBY: My interest lies along several lines, one of which was 
mentioned by Dr. Keim. In this patient the lesions resemble poikiloderma, but the 
symptom complex is not that described by Jacobi. One must realize that poikilo- 
derma is. not a disease but a symptom complex that may occur in association 
with many diseases, among which are the different types of lymphoblastoma. The 
question of association of lymphosarcoma is interesting. I observed the second 
case of poikiloderma recorded in this country, which was incorporated in Dr. 
Lane’s report. My patient died of lymphosarcoma also, but that disease occurred 
independently of the poikiloderma. His poikiloderma, which was classic, was of 
eighteen years’ duration when he consulted me on account of an ulcer situated on 
the glans penis. Shortly afterward metastatic growths developed in the groins, 
and subsequently a generalized internal dissemination occurred which terminated 
fatally in eighteen months. There was no connection between the lymphosarcoma 
and the poikiloderma. The association was purely coincidental in that case. 

As to placing this patient’s condition in the lymphoblastic group, one must 
realize that many persons have cutaneous symptoms of lymphoblastoma unassoci- 
ated with changes in the blood. I have seen a number of patients with generalized 
erythroderma usually associated with intense pruritus in whom leukemic changes 
in the blood developed from several months to two or three years after the diag- 
nosis of leukemic erythroderma had been made. When the leukemic blood picture 
did develop in these patients it was usually associated with a general adenopathy 
and was sometimes accompanied by a rapid downward course leading to a fatal 
termination. On the other hand, I have seen three patients with the Brocq type 
of parapsoriasis who had a potential leukemia in that the leukocytes, which usually 
amounted to about 20,000, were composed largely of small lymphocytes. After a 
period of observation of several years no connection between the blood picture 
and the cutaneous changes in these patients could be determined. 


Dr. E. A. Oxtver: I think all that one can say about this case now is that 
the disease belongs in the large group of poikiloderma-like dermatoses. Whether 
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it will turn out to be leukemia, lymphosarcoma or mycosis fungoides, only time 
can tell. I was much impressed with some of the atrophic-like patches, namely, 
on the ankle, one on the thigh and several others, which I believe cannot be classi- 
fied definitely at present. 

Dr. H. Pinxus, Eloise, Mich.: Several years ago, while I worked in Jadas- 
sohn’s clinic, I saw a man whose skin, with a network of red, blue and brown, 
virtually duplicated the lesions of the patient presented here. He was about 50, 
and his condition had been diagnosed by Neisser twenty years previously as 
pityriasis lichenoides chronica. When he came to the clinic in 1931 the diagnosis 
of poikiloderma was discussed. One year later typical tumors of mycosis fungoides 
developed. 

Dr. GeorGeE H. Betore, Ann Arbor, Mich.: I fully agree with what has been 
said. When the patient was first seen I considered the diagnosis of mycosis 
fungoides with a poikiloderma-like change, and that is as far as I should care to 
commit myself at present. 


Mycosis Fungoides. 

M. M., a housewife aged 34, is one of the patients whose cases were described 
in 1933 by Cameron (ArcH. Dermat. & SypPH. 27:232 [Feb.] 1933) as instances 
of mycosis fungoides in mother and daughter. This patient is the daughter. 

The mother was first seen in 1922 and was followed to her death, in February 
1926. Autopsy was not performed, but the course was typical of mycosis fungoides. 

This patient was first seen in May 1931; she had a history of generalized 
pruritus of seven years’ duration. About a year before she was admitted to the 
hospital a patch the size of a half-dollar which was decidedly pruritic, appeared 
on the side of the neck. During the few weeks before her admission the skin 
became universally reddened and scaly, and the pruritus became severe. The 
superficial lymph nodes were enlarged; the spleen was palpable, and the liver 
was not felt. 

She has now been followed for six years, and her condition has passed through 
various stages. Subacute erythema, thickening, scaling and infiltration have been 
present at all times, as well as superficial lymphadenopathy. Roentgentherapy 
has been given and has altered the picture somewhat. Studies of the blood have 
shown nothing remarkable. 

The first histologic examination made in May 1931, was reported on as follows: 
There were perivascular reticulo-endothelial proliferation and moderate !ympho- 
cytic infiltration in both the subpapillary and the papillary layer of the corium. 
Although the papillary changes were not typical, the condition was regarded as 
an early stage of lymphoblastoma cutis. The last histologic examination, made in 
June 1935, was reported to show well advanced leukaemia cutis. Marked infiltra- 
tion was present in the subpapillary layer of the corium. 


DISCUSSION 


Dr. Lester M. WiepDER, Milwaukee: I was interested in the familial asso- 
ciation of the mycosis fungoides in this case. I think this patient is now showing 
the gradual transition occasionally observed in certain cases of mycosis fungoides, 
wherein a universal erythroderma is established, such as sometimes occurs alone 
as a manifestation of leukemia. Observation of these transitions helps to sub- 
stantiate clinically the interrelation of the various cutaneous forms of !ympho- 
blastoma. 

Dr. Ropert C. JAMIESON, Detroit: I too was much impressed with the 
familial tendency in this case. Like all patients with this disease, this woman has 
received as much roentgen therapy as she will tolerate. In one case at the Receiving 
Hospital my co-workers and I tried treatment with injections of chaulmoogra 
oil. These were followed by the disappearance of many of the nodules of mycosis 
fungoides. Whether this result was due to the injections or not I cannot say. 
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[ wish to suggest that in some cases of this disease chaulmoogra oil may produce 
results which may last longer than those following roentgen therapy. 

Dr. R. E. Barney, Cleveland: I was particularly interested in the depigmented 
areas this patient presents; I have seen such areas in other patients with lympho- 
blastoma. I should like to know whether these areas occur at sites where infiltrated 
lesions were present previously. 

Dr. Upo J. Wire, Ann Arbor, Mich.: My co-workers and I have been highly 
interested in this case because we saw the patient’s mother die of this disease in 
the hospital. The diagnosis of mycosis fungoides was made in the daughter during 
the life of her mother. The disease progressed rather slowly until about a year 
ago, when there developed a large number of flat semilunar lesions to which Dr. 
Barney just now referred as depigmented areas at the site of the previous lesions. 
The involution has been due to the roentgen treatment. The question in our minds 
now is, is this familial incidence a mere coincidence, like lightning striking twice 
in the same place, or is there a fundamental reason why the mother and the 
daughter should succumb to a disease which ordinarily affects only one member 
of afamily. I am grateful to Dr. Jamieson for his suggestion, for I believe that this 
woman has received about as much roentgen therapy as she should have, and we did 
not know what else to do for her. She suffers severe discomfort, and a marked 
lymphadenitis is gradually developing. 

I think the report of these cases was the first instance on record of granuloma 
fungoides in a family group. 

Dr. George H. Betote, Ann Arbor, Mich.: At the time these cases were 
reported, the familial occurrence of Hodgkin’s disease was studied by Arkin. He 
found reports of cases in twins (Peacock and Senator), in a brother and sister 
(Degen) and in a sister and two brothers (Braun). Arkin reported the occurrence 
of mediastinal Hodgkin’s disease in a man, his son and his nephew. 

To me the real interest in this case lies in the fact that the mother was seen 
first and that it has since been possible to follow the daughter over a period of 
about six years. There is no question about the diagnosis; the familial feature 
is the most interesting aspect of the case. 

Dr. OrtverR S. Ormssy: Recently Klauder and others have treated some 
patients with this disease with fever therapy, using both mechanical means and 
malarial inoculation. The results from malarial inoculation seemed to be satis- 
factory; so if all the roentgen therapy that seems desirable has been employed, 
malarial treatment might be considered. 


Lymphoblastoma. 


L. G., a housewife aged 66, approximately sixteen months ago noted an erup- 
tion on the arms. Since that time it has extended over the entire body, involving 
principally the face, the arms and the trunk. The lesions have responded poorly 
to all types of therapy, including twelve roentgen treatments. 

There is a generalized eruption of the skin, which is most marked over the 
moist surfaces, particularly the axillary, the antecubital and the groin areas. It 
consists of a diffuse erythema with a suggestion of papule formation over the 
wrists and forearm. There is a slight pigmentary change extending from the 
middle of the thigh to the top of the head. A few areas of normal skin are noted. 
There is no scaling of the involved portions. There is a marked generalized 
lymphadenopathy. The liver is enlarged; the spleen is not palpable. 

The Kahn test gave negative results. 

The histologic observations were reported on as follows: In the subpapillary 
layer of the corium and occurring chiefly around the vessels were infiltrations of 
large round cells with large nuclei and scant cytoplasm. While the histologic 
differentiation between lichen planus and lymphoblastoma cutis is always difficult 
and sometimes impossible, it was believed that the condition was lymphoblastoma, 
because of the large size and atypical appearance of the infiltrating cells. 

Examination of the blood showed 4,030,000 erythrocytes, 5,400 leukocytes and 
86 per cent hemoglobin (13.59 Gm., Sahli). The results of the differential count 
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were as follows: polymorphonuclear neutrophils, 76 per cent; large lymphocytes. 
8 per cent; small lymphocytes, 1 per cent; monocytes, 7 per cent; eosinophils, 
8 per cent. The number of platelets was a low normal. Atypical monocytes, 
basophilia of the granules of the neutrophils and reticulocytes (—1 per cent) were 
observed. The erythrocytes were normal. 













Lymphoblastoma. 

P. F., a housewife aged 45, for the past two and a half years has had an 
eruption which was first noticed as a diffuse redness on her face; later reddish 
papular lesions appeared over the body. Some of these lesions became hard and 
resolved, although they never broke down, to form ulcers. The lesions have 
never been pruritic. During the past year the patient had tired easily and has 
been unable to do her work. 

There is a generalized eruption which spares the lower extremities, the palms 
and the soles. Three distinct types of lesions are present: 1. A large number of 
bluish red papulonodular lesions varying in size from that of a pea to that of a 
cherry. These nodules vary in the degree of elevation above the skin and are 
firm and infiltrative. 2. Unusual areas of atrophy with slight pigmentation. These 
atrophic areas consist of thin skin which has a marked tendency to form “button- 
holes.” 3. Many hypertrophic tumescences from the size of a pea to that of an 
almond, which are firm to palpation and show no tendency to form “buttonholes,” 
There is an associated generalized lymphadenopathy, the inguinal manifestation 
being particularly massive. 

The spleen and the liver are palpable. 

Three biopsy specimens were examined. The first showed some proliferation 
of nerves, indicating the relation between nevus and necrofibroma. The diagnosis 
was papillomatous nevus. In the second specimen, immediately beneath the epi- 
thelium there was a somewhat rounded and poorly circumscribed infiltration of 
lymphocytes, and many polymorphonuclear leukocytes and endothelial prolifera- 
tion were observed. The deeper portions showed large plasma cell infiltrations. 
The observations were compatible with the diagnosis of leukaemia cutis. The third 
specimen showed the same picture as the second. 

Roentgen examination showed pulmonary and hilar lymphoblastoma with evi- 
dence of increase. The heart was moderately large. 

Examination of the blood showed 4,510,000 erythrocytes, 8,500 leukocytes and 
55 per cent hemoglobin. The results of the differential count were as follows: 
polymorphonuclear neutrophils, 39 per cent; large lymphocytes, 33 per cent; small 
lymphocytes, 1 per cent; monocytes, 10 per cent; eosinophils and basophils, 14 per 
cent; plasma cells, 3 per cent. The platelets were normal in number. The 
erythrocytes were mostly round. There were a few poikilocytes and pencil forms 
and atypical monocytes with eosinophilic granules. 




























Mycosis Fungoides. 


H. G., a housewife aged 26, for nine years has had a cutaneous condition which 
began on the left flank as a peculiar “cauliflower” lesion. This original lesion 
disappeared, but others occurred over the hips, the back and the thighs. The con- 
dition has been characterized by relapses, remissions and a mild to intense pruritus. 

There are a number of lesions over the lower portion of the back and the hips, 
which vary from the size of a coin to that of a palm. The smaller and apparently 
more recent lesions consist of mildly erythematous macules and small papules. The 
larger, older, lesions consist of configurated bizarre plaques with some central 
clearing and a definite infiltration involving the more active peripheral zones. 
The lesions are definitely palpable. Some of the older ones have a markedly 
brownish cast, while still others show slight diminution of sensory changes toward 
the center. There is no marked general adenopathy. The spleen is palpable. 

The Kahn test was negative. 

Roentgen therapy has been given elsewhere. 
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DISCUSSION 

De. M. H. Expert: I was interested in the second case in this group, that of 
the woman with the combination of coin-shaped scars and nodules of various 
sizes, some of which look like granuloma pyogenicum and some of which are 
jormed like tuberculids. As I recall, the histologic picture was said to be mixed, 
various types of cells —polymorphonuclears, eosinophils and leukocytes—being 
present. Clinically, I should have been at a loss how to classify the condition in 
that case, and probably I do not recognize the histologic picture, but it seems to 
belong to the lymphoblastoma group. I think it is unique. 

The other patient, aged 26, with the lesions on the back, over the buttocks and 
on the flanks and with some lesions that in some ways resemble a slowly progres- 
sing erythema perstans but in other areas present bizarre figures, also has an 
interesting disease. On the basis of the histologic picture I think it belongs to the 
lymphoblastoma group; probably it is more like mycosis fungoides than like any 


other form. 

Dr. R. E. Barney, Cleveland: In regard to the woman with the atrophic 
lesions, I wonder if these followed a leukemic infiltration in the skin or whether 
they occurred independently. 

Regarding the last patient, the young woman with the lesions on the thigh, 
I feel the same as Dr. Ebert, that in all probability her condition is mycosis 


fungoides. 

Dr. FRANZ BLUMENTHAL, Ann Arbor, Mich.: The last case in the group I 
think is one of typical mycosis fungoides. The first case is interesting; the picture 
of pityriasis rubra of Hebra is present. In cases of pityriasis which I have seen 
there was an inflammation, and I was much impressed that Dr. Wile’s patient 
shows the change of a beginning lymphoblastoma. [| think that case is interesting 
in that it gives an idea of how the lymphoblastoma group has a connection with 
these chronic changes. My co-workers and I now have a case under observation 
in which we have carefully studied the histologic picture and have found nothing. 
I think it is interesting to watch a case from the first changes of the inflammation 
to the typical chronic condition. 

Dr. OtiverR S, Ormssy: I think the first case in this group is interesting from 
the standpoint just mentioned. In that connection Dr. Wile demonstrated a patient 
about five years ago who had a generalized leukemic erythroderma. The same 
patient had been shown three or four years previously at a meeting of this society 
with a diagnosis of pityriasis rubra of Hebra. At that time the blood picture 
was normal, and there was no glandular or splenic involvement. At the same 
meeting I demonstrated a companion case of identical cutaneous symptoms asso- 
ciated with a leukemic blood picture. It was interesting that it took some years 
to demonstrate that the cause was the same in the two cases. 

In the second case of this group some of the scars can be accounted for by 
previous ulceration, but the lesions that are puffy and resemble the atrophy seen 
in multiple benign tumor-like new growths of the skin and in syphilis are hard to 
explain, and I wonder whether they were preceded by the flat infiltrations now 
present. One of the lesions resembles granuloma pyogenicum, and others, Reck- 
linghausen’s disease. 

As to the last case in the group, I have seen patients with mycosis fungoides 
who had annular lesions of all types, some being like those present in that case 
and others being even vesicular or bullous lesions with an annular configuration ; 
so I should not hesitate to put this condition in the mycosis fungoides bracket of 
the lymphoblastoma group. The peculiar annular and circinate arrangement of 
lesions is typical of certain forms of mycosis fungoides. 


Dr. F. E. Sengar: I recall the incident Dr. Ormsby spoke of with regard to 
the patient who had a picture of pityriasis rubra of Hebra, and I have also thought 
about the peculiar scars in which herniation was present exhibited by the second 
patient in this group. As this patient has some lesions of the nevus group which 
indicate that there are some defects in the skin and, as has been pointed out, there 
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is some congenital lack of elastic tissue in patients with multiple benign tumor- 
like new growths, I wonder whether this patient may have some change in the 
elastic tissue which accounts for the type of scarring that has developed. 

Dr. Upo J. Witz, Ann Arbor, Mich.: The discussion has brought out precisely 
my own views regarding these three cases. I wish the second patient might haye 
been presented about three weeks ago. She has changed a great deal. She came 
to the hospital for a few days’ observation, and then some form of pneumonitis 
developed. It looked like an infection of the respiratory tract, and she was treated 
for pneumonia, but roentgenograms did not show pneumonia. The patient was 
extremely ill and was in an oxygen tent for a while; the oxygen medication was 
discontinued only a few days ago. Dr. Pierce and I believe that an acute infiltra- 
tion of the same type as that which is present in the skin may have developed in 
her lungs. When I first saw her she had a number of rather flat bluish lesions 
that resembled large lepromas more closely than anything else. In addition she 
had these peculiar infiltrations on the body and the peculiar scars which have 
been mentioned. I considered the possibility that she had two conditions, namely, 
cutaneous leukemia and perhaps Recklinghausen’s disease. The first lesion which 
was removed was nevoid. The blood count has been interesting. Until the 
pneumonitis developed the leukocyte count was never over 5,000, but later a 
moderate leukocytosis and a larger number of small lymphocytic cells appeared. 
Recently the count went up to 10,000. The biopsies elicited the diagnosis of 
reticulo-endotheliolymphocytoma from the pathologist. But the condition appears 
to be subleukemic leukemia, and it is peculiar that the patient has lived two and 
a half years. Dr. Ormsby pointed out that there is some resemblance to mycosis 
fungoides in the case. Fever—if it was fever that did it—has reduced the number 
and size of the lesions materially. If the patient regains her health I think these 
lesions will recur in large numbers. 

The first case in this group is interesting clinically, and in the third case | 
think the disease is mycosis fungoides. 


Lichen Planus (Limited to Lip and Mucous Membrane). 


E. B., a student, aged 18, who is in good health, states that one year ago he 
had a “cold sore” on the right side of the lower lip, which was treated with local 
applications of alcohol. This was replaced by the present lesion which extended 
until the entire lower lip and the midline of the upper lip were involved. 

The vermilion border of the lower lip is almost entirely involved by an irregular 
silvery white lesion. There is a similar lesion in the midline of the vermilion 
border of the upper lip. The buccal mucosa, especially lateral to the bicuspid and 
premolar teeth, presents sharply defined and slightly depressed silvery white lesions, 
from which similar lesions radiate in sunburst arrangement. There are no asso- 
ciated lesions of the skin other than mild seborrhea of the scalp. 

The Kahn test was negative. ; 


Lichen Planus (Zosteriform). 


L. C., a housewife aged 45, states that in August 1936 she first noted vague 
disturbances in the oral mucosa. One month later she noticed a small red patch 
above the left flank. Various topical applications proved ineffective, and the con- 
dition continued to extend until in the latter part of December she entered the 
clinic. At that time she had an eruption that was most marked over the abdomen 
and the right lumbar region, with scattered lesions on the wrists, forearms and 
inguinal region. The main lesion was definitely zoster-like in its distribution and 
was made up of angular, flat-topped violaceous papules. In the large patch these 
had become confluent. A few characteristic papules were noted over the wrists 
and left flank, but these were few as compared to the large coalescence described. 
Lesions of the mucous membrane were also present. The patient had shingles in 
1933 and again in 1934, which she describes as being similar to the present eruption. 
The Kahn test was negative. 
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The histologic examination was reported on as follows: In the subpapillary 
layer of the corium were extensive infiltrations of lymphocytes and occasional 
plasma cells. These occurred at about the same level as in lymphoblastoma cutis 
but were more patchy in distribution. The changes were compatible with lichen 


planus. 
DISCUSSION 

Dr. Max S, Wien: I feel that in the first of these two cases, in which there 
are grayish white patches on the lips and delicate grayish reticular mosaic patches 
on the buccal mucosa, the condition is lichen planus. Hemorrhagic patches are 
present on the buccal mucosa at the molars, but I feel that they are the result 
of trauma. 

In the second case there are lesions of lichen planus with a zosteriform dis- 
tribution on the abdomen and typical lesions of lichen planus on the flexor aspect 
of the left wrist. 

Dr. James H. MitcHeti: I agree with Dr. Wien. I think the zosteriform 
eruption is particularly interesting. My co-workers and I could not find out 
whether the patient actually has had zoster or not, but, if she did, the zoster prob- 
ably served as a localizing process for the lichen planus. I have a photograph of 
a patient who had undergone a herniotomy on each side, and papules of lichen 
planus had developed in the scars. Recently in the clinic a patient was seen with 
papules of lichen planus on the buccal mucosa and only one lesion on the wrist. 


Dr. Orro H. Foerster, Milwaukee: I think the young man has lesions in the 
mouth which I should consider as erythematous lupus. The delicate radial stria- 
tions, particularly as seen at the margins of some of the lesions on the lower lip, 
must, I believe, always be considered highly suggestive of erythematous lupus. 
The combination of lesions on the buccal mucous membrane where a central smooth 
or atrophic area is surrounded by numerous radiating striae is also suggestive of 
erythematous lupus. I think that in lichen planus with an equally extensive dis- 
tribution one would see the distinctive cross-hatched type of lesions with tiny white 
nodal thickenings here and there at the points of intersection. 

The woman showed the interesting and unusual features of an eruption of 
shingles on the trunk in two successive years, and this was followed in about three 
years by the present eruption of lichen planus with a striking zosteriform 
distribution. 

Dr. M. H. Expert: In connection with Dr. Foerster’s remarks, I wish to say 
that in observing the young man with lesions on the buccal mucosa and border 
of the lip I was impressed by the fact that on the left side of the mouth opposite 
the last molar there is a zone of erythema. I did not have an opportunity to 
examine the lesions closely, but they looked like dilated vessels. This combination 
of dilated vessels and of the lesions at the border to which Dr. Foerster referred 
would be suggestive of erythematous lupus. 


Dr. RicHarp S. Wess, St. Louis: I feel that the youth with the oral lesions 
has lupus erythematosus. The lesions on the lip show a slight suggestion of 
atrophy; those in the mouth do not seem to have the fine lacelike character and 
mosaic appearance that is so often seen in lichen planus. 

In the second case there is undoubtedly zosteriform lichen planus. The patient 
stated definitely that she had been exposed to lead arsenate used in spraying fruit 
trees. The appearance of lichen planus after medicinal use or exposure to arsenic, 
while uncommon, has been reported on a number of occasions. I wonder whether 
or not the use of arsenic could activate the organism responsible for lichen planus. 


Dr. E. A. Ortver: I think in the first of these cases the lesions on the 
vermilion border of the lip resemble lichen planus more than lupus erythematosus, 
while the lesions on the buccal mucosa are more like lupus erythematosus than 
like lichen planus. 

Dr. S. W. Becker: The youth has a delicate reticulated eruption on the 
gums, which speaks in favor of lichen planus. 
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Dr. Georce H. Betore, Ann Arbor, Mich.: Perhaps it is a mistake to discuss 
these cases together. I thought that in both the condition was lichen planus. | 
saw the erythematous lesions that Dr. Ebert pointed out, but as they are so close 
to the molar region, I thought they might be due to trauma. As to the second 
case, I think I have never seen just the same distribution. Another case in which 
there is a typically ulnar distribution was to be presented, but the patient did not 
come. 


A Case for Diagnosis (Lupus Vulgaris?). 


R. L., a schoolboy aged 16, born in the United States, was first seen in 
September 1933, at the age of 11 years, because of an ulcer which had developed 
behind the right ear when he was 7 or 8 years old. He was treated with various 
ointments for six years; a diagnosis of lupus vulgaris was made in 1932, and after 
that the lesion was treated for one year with ultraviolet radiation, and one roentgen 
treatment was given. Some decrease in discharge resulted, but two weeks before 
the patient’s admission an “abscess” formed, but did not break. There is a history 
of tuberculosis in his paternal grandmother. 

The patient is well developed and well nourished. He has a granulating ulcer 
about 1.5 cm. long behind and in the fold of the right ear. The ulceration has 
detached the lower border of the pinna, which is indurated, and the induration 
extends into the external auditory canal and forward for about 1 cm. The lesion is 
fixed to the mastoid. The cervical glands are not enlarged. There is no fever or 
evidence of constitutional reaction. 

The Wassermann test and examination of the urine and blood gave negative 
results. No fungi were observed. Culture showed a streptococcus, and a vaccine 
was prepared. 

Microscopic examination showed a chronic inflammatory process with no 
evidence of malignant degeneration or tuberculosis. Sections are presented. 

Treatment has consisted of surgical excision of the lesion with skin grafting, 
local application of antiseptics, roentgen therapy and administration of autogenous 
vaccines over a period of two years. This treatment was followed by improvement, 
but the ulceration returned and spread after treatment was discontinued. Since 
September 1936 the patient has been treated with zinc peroxide locally and with 
short wavelength ultraviolet radiation. 


DISCUSSION 
Dr. Ropert C. JAMIESON, Detroit: I think this patient has been presented 
before the Detroit Dermatological Society, and I believe the members all agreed 
with the diagnosis of lupus vulgaris which was made at the time of that presenta- 
tion. However, in view of the fact that the lesions are located in an area difficult 
to treat, I wish to call attention to the possibility that, while the condition started 
as tuberculosis, a change entirely compatible with malignant degeneration may be 
going on, so much so that it may be well to make biopsies from time to time to 
determine whether a change has occurred in the original tuberculous area. 


Dr. Uno J. Wire, Ann Arbor, Mich.: This case is worth a great deal more 
discussion than can perhaps be given it. This may be because no one really 
knows what the lesion is. It is a disappointing case because of the negative 
results of laboratory examination. I have had the opportunity through the 
courtesy of Drs. Menagh and Hartman, of the Ford Hospital, to study the sec- 
tions, and I took the liberty of asking Dr. Weller, the pathologist, to study them. 
This lesion has infiltrated the deeper tissues and has produced facial paralysis on 
the right side. However, there is nothing in the sections to suggest malignant 
degeneration. The condition is evidently a chronic infection, and I wonder whether 
it may be something in the nature of a chronic glanders infection, some obscure 
bacterial infection which is destructive and is essentially limiting itself to the soft 
tissues. There is, however, nothing in the sections to suggest glanders. [ think 
that deeper sections would show nothing more, for the ones which have been made 
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indicated that they were taken from areas of deep infiltration. I think this condi- 
tion is unique and within a short time will destroy the boy’s entire ear. If it pro- 
eresses further it is quite likely to terminate fatally by invasion of the meninges. 


A Case for Diagnosis (Schamberg’s Disease?). 


S. D., a radiologist aged 47, presents an eruption which began about four years 
aco and at that time was confined to the lower portions of the legs. The lesions 
varied from a pinpoint to 1 cm. in diameter; they were distinctly purpuric, and some 
were annular. A diagnosis of purpura annularis telangiectodes was made. 

Since that time the eruption has spread to involve practically the entire body 
in patches varying from 1 to 10 cm. or more in diameter. The largest lesions 
are located over the lower portions of the legs, where the involvement has become 
diffuse, and on the elbows where there is some associated scaling. Most of the 
lesions are reddish brown, and scattered through the lesions and at the periphery 
are distinct pinpoint purpuric dots of the cayenne pepper type. There is a mild 
associated generalized adenitis. 

Recently, while the patient had an abscessed tooth, the condition became 
markedly worse, but it has improved somewhat. He also noted that the eruption 
became worse during periods of gastric upset. 

A biopsy was made elsewhere several years ago, and it was stated that the 
section was sent to nine different pathologists. Three did not answer, two made 
a diagnosis of purpura annularis telangiectodes, and four diagnosed the condition 
as Schamberg’s disease. 

Examinations of the blood have shown rather persistent polycythemia and a 
hemoglobin content in excess of. 100 per cent in the past few vears. The leukocyte 
counts have varied from 4,500 to 10,000, and the percentage of lymphocytes has 
usually ranged from 30 to 35. 

DISCUSSION 

Dr. Georce H. Betore, Ann Arbor, Mich.: I first saw this patient about 
four or five years ago, and I think I have an advantage in having observed the 
condition over a long period. When I first saw him the lesions were confined to 
the lower portions of the legs; some were the size of the point of a small pin, 
and some showed annular configuration, and without hesitation I made a diagnosis 
of Majocchi’s disease. But over four or five years the leseions have spread to the 
present extent, and I think that no one would make that diagnosis now. The 
patient has been presented before various groups over the country, and the question 
always arises whether the condition is Majocchi’s disease, an unusual manifestation 
of Schamberg’s disease or an eruption of the Gougerot and Blum type. 

Dr. RicHarp S. Wess, St. Louis: The family history in this case is inter- 
esting. Several members have displayed evidence of vascular disorders. Some 
have rosacea, and this patient shows marked dilatation of the venules of the face. 
His parents and another relative died at an early age of vascular accidents. Could 
not all these conditions be classed under hereditary vascular changes that take 
different forms in different persons, producing in one Schamberg’s disease, in 
another Majocchi’s disease and possibly in some families Osler’s hereditary 
telangiectasia ? 

Dr. M. H. Epert: Is there any history of gastro-intestinal disease? I 
noticed in the history the statement that when the patient has a gastric upset the 
disease is aggravated. 

Dr. Georce H. Betore, Ann Arbor, Mich.: That is all the history available. 
The patient has gastric upsets and then takes soda; he is not sure whether it is 
the gastric upset or the soda that makes the lesions worse. 

Dr. M. H. Expert: The reason I asked is because I have observed several 
cases in which Schamberg’s pigmentary dermatosis was associated with gastric 
disease. A patient with an eruption over the shoulders and legs, which was true 
Schamberg’s disease, has a history of gastric ulcer. He was operated on, the 
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ulcer being resected; he was put on proper management, and since that time he 
has been comfortable, and the disease has disappeared. In cases of Schamberg- 
like eruptions there is a typical history of exacerbation of the eruption accom- 
panying gastric upsets. 

Dr. THEODORE CorNBLEET: This man shows various types of atrophic changes 
affecting different areas of the skin. I think this is best exemplified on the hands, 
where the lesions to some extent resemble acrodermatitis chronica atrophicans. He 
told me that he had flare-ups occasionally when his teeth were removed. Whether 
this is evidence of vasomotor instability or whether he is more toxic at those times 
I do not know, but I think the best way of looking at this polymorphous eruption 
is to class it as a response to, and injury from, periodically discharged toxins from 
some focus of infection. Every one of the cutaneous changes present fits in with 
an initial injury through the blood vessels followed by atrophy. 

Dr. Frank R. MENAGH, Detroit: The diagnosis in this case seems to be that 
of Schamberg’s progressive pigmentary dermatosis. 

Dr. F. E. SENEAR: I saw this patient about two years ago in the office, with 
Dr. Oliver, and, as Dr. Belote pointed out, the picture changes from time to time. 
At that time two possibilities had been considered by those who saw him pre- 
viously, Majocchi’s disease and Schamberg’s disease, but when we saw him there 
were certain areas which were suggestive of telangiectatic parapsoriasis and pos- 
sibly by a little stretch of imagination suggested the poikiloderma-like type. 

Dr. E. A. Ortver: As Dr. Senear said, I saw this patient with him a couple 
of years ago. The disease has progressed considerably since then. I think it 
might be put in the large group of poikiloderma-like changes in the skin. In the 
1937 “Year Book of Dermatology and Syphilology” Sulzberger has remarked that 
in many cases the condition may be on an endocrine basis, and I wonder if any 
attempts have been: made to determine whether there is any possibility that in this 
case the disease is due to some endocrine disturbance. 

Dr. Georce H. Betotre, Ann Arbor, Mich.: So far as I know, the only unusual 
observation is the persistent polycythemia. 


Neural Leprosy. 

B. S., a tool maker aged 24, for the past six years noticed loss of cutaneous 
sensation, particularly of pain and temperature sense, over both forearms and 
hands. This has extended to the lower portion of the legs and to other isolated 
spots over the body. He also noticed a cutaneous lesion associated with the 
appearance of the anesthesia. He was born in this country but as a small child 
returned to Finland, where he lived until 1927. Nine years ago he fractured the 
right elbow, an open reduction and deformity resulting. He states that he had a 
chancre two years ago and received antisyphilitic therapy. 

There are bizarre sensory changes: Over both forearms, particularly the right, 
wide areas of complete anesthesia for temperature and pain are found, while the 
tactile sensation is not completely gone, though it is severely impaired. Similar 
areas are found over the ulnar aspect of the fingers and hands, the inner aspects 
of the upper arms, the face, the lateral portions of the neck, the buttocks and the 
feet. When the patient was first seen, in October 1936, the anesthesia was asso- 
ciated with the presence of whitish ivory central areas surrounded by a reddish 
brown ring accompanied with infiltration. He also showed marked thickening of 
the ulnar nerve on each side. Direct examination of the lobe of the ear at that 
time revealed many acid-fast bacilli. He was therefore given 0.32 Gm. of chaul- 
moogra oil three times daily, after which he showed improvement. 

He was last seen on Feb. 3, 1937, at which time the macules over the buttocks, 
thighs and neck had disappeared. Anesthesia over these areas was still present. 
Over the lumbar region there were pinkish erythematous lesions about the size 
of a hen’s egg. 

The Kahn test was negative. 
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DISCUSSION 

Ir. James H. Mitcnett: The mildest leprosy I, had occasion to manage was 
Chinese boy with lesions on the cheek. He had no anesthesia, and when he 
seen the lesion was limited to a superficial annular patch on the cheek. 
Dr. A. R. Woopsurne, Grand Rapids, Mich.: I think there is no question 
about the diagnosis. 

Dr. Uno J. Wire, Ann Arbor, Mich.: One might call the disease an unusual 
neural leprosy, but there is one interesting finding in connection with the bacillary 
Dermatologists who have had patients with neural leprosy and have 
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Diagrams showing areas of disturbed cutaneous sensation in B. S. The dark 
shading represents areas of anesthesia; the medium and the light shading, areas 
of hypesthesia. 


tried to convince the pathologists have found that on many occasions these have 
refused to accept the diagnosis. There are few cases in which the presence of 
lepra bacilli is associated with such macules, and it is extremely difficult to observe 
the organisms in single macular lesions. The method now in use in most lepro- 
sariums to determine the presence of bacilli is to slit the end of the ear, scrape the 
cut surface from the lobe of the ear and stain the specimen. The bacilli are 
much more easily observed in that material than in the mucosa. In this case one 
cluster of acid-fast bacilli was observed; this is the first time my co-workers and 
I have been able to demonstrate bacilli in a case of pure neural leprosy. 
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Multiple Benign Cystic Epithelioma. 

M. R., a teacher aged 40, states that during the past five years she has been 
troubled with numerous small lesions which have appeared on the forehead, the 
nose and the cheeks and more recently on the chin. She has noticed no lesions 
on the body except a single one in the midline of the back. 

On the face there are hundreds of lesions from the size of the head of a smali 
pin to that of a pea; the eruption is most marked over the forehead. The lesions 
are firmly embedded in the skin and are pale yellowish to pinkish yellow. Several 
lesions also appear on the back, where there is occasionally an associated dull 
brown pigmentation. Some of the larger of these lesions have a tendency to be 
rather soft. 

The Kahn test was negative. 

DISCUSSION 
Dr. S. W. BecKer: When I looked at this patient’s face it seemed to me that 
the lesions should fall in the group of multiple benign cystic epithelioma. The 
section showed papillo-epithelioma with pseudocysts, and I am wondering whether 
there are not two types of lesions and whether the section happened to be taken 
from a type different from those on the face. I suggest that another biopsy be 
made. 

Dr. M. H. Espert: This woman also has at least one tumor in the scalp, and 
I think she stated that one had been removed, having been diagnosed as a cyst. 
I think the condition is multiple benign cystic epithelioma associated with “turban 
tumors,” as recently reported by Dr. Stillians. 

Dr. Georce H. Betore, Ann Arbor, Mich.: A small lesion which was of a 
different type was removed from the back, and it is possible that the the biopsy 
material has been mixed. I think there is no question about the nature of the 
lesions on the face. 


Urticaria Pigmentosa. 

W. N., a boy aged 6 years, since he was 2 months of age has had an eruption 
consisting principally of pigmented areas over the trunk and extremities. These 
lesions appeared to rise above the surface of the skin and were accompanied by 
pruritus and slight burning from time to time. 

There is a generalized eruption which is most marked over the trunk and 
upper extremities. It consists of round to oval lightly pigmented macules from 
the size of a pinhead to that of a 25 cent piece. These lesions are sharply demar- 
cated, are not palpable and show no secondary changes. 

The Kahn test was negative. 

Examination in the otologic department showed septic adenoids and tonsils, 
which were removed on Jan. 30, 1937. f 

No histologic examination has been made. 


DISCUSSION 


Dr. Upo J. Wire, Ann Arbor, Mich.: The condition is obviously urticaria pig- 
mentosa, and perhaps I should apologize for putting the case in the group of 
rare diseases. 

Dr. Georce H. Betore, Ann Arbor, Mich.: I think in the minds of some of 
_ the members there may be a question as to whether or not the disease is urticaria 

pigmentosa. I heard some of them discussing the possibility of a phenolphthalein 
eruption. 

Dr. E. A. Oxtver: While it is true that the mother states that she gave the 
child castoria when he was 2 years old, there is distinct urtication, and I agree 
with the diagnosis of urticaria pigmentosa. 
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Localized Myxedema. 

k. Y., a machinist, aged 48, entered the University Hospital in February 1935, 
when a diagnosis of thyrotoxicosis was made. Determinations of the basal meta- 
bolic rate made at that time showed the rate to be +44 per cent and +40 per cent. 
A subtotal thyroidectomy was performed on March 14, 1935, from which the 
patient made an uneventful recovery; he complained, however, of choking and 
dyspnea, which have persisted. These symptoms apparently have no organic back- 
ground. The basal metabolic rate on May 20, 1936, was +3 per cent, and on 
Oct. 23, 1936, it was —2 per cent. 

About one year ago the patient noticed lesions on the lower portions of both 
legs which were associated with the wearing of long woolen socks. These lesions 
have persisted, and marked pruritus and thickening of the skin are present in the 
aforementioned areas. He was first seen in the department of dermatology on 
May 19, 1936, when he had lesions confined to the lower halves of both legs. In 
those areas the skin was markedly thickened, the thickening occurrying in a bandlike 
distribution, and rubbery firm. The lesions were markedly symmetrical and 
showed superimposed pinpoint excoriations and slight pigmentary change in the 
involved areas. Associated with the aforementioned manifestations were several 
translucent papules scattered over the involved areas; these were more marked 
over the right leg. Since the patient was first seen he has revisited the clinic on 
several occasions, and little or no change has been noted. 

The Kahn test gave negative results, and other examinations disclosed no 
relevant information. 


DISCUSSION 


Dr. M. J. Reuter, Milwaukee: I have never seen anything just like this 
patient’s eruption, but I believe one must think of a localized myxedema, colloidal 
degeneration of the skin and so-called amyloid degeneration. 

Dr. Ropert C. JAMIESON, Detroit: These manifestations fit in nicely with my 
conception of localized myxedema, especially owing to the fact that the patient 
has undergone a thyroidectomy. It is also possible that there is amyloidosis. 


I could discover nothing else to account for the findings. 

Dr. FRANK R. MENAGH, Detroit: This man’s basal metabolic rate on one 
occasion was +3 and on another —2 per cent. Is this not rather high for a patient 
with myxedema ? 

Dr. THEODORE CORNBLEET: It has been shown definitely that localized myx- 
edema may be present in spite of normal basal metabolism. 


Dr. R. E. Barney, Cleveland: I think one of the most striking things is the 
presence of translucent papules on the lower portions of the legs. These feel 
cystic and look as if one might be able to express a gelatinous material on 
incising them. I suggest that material for a biopsy be obtained from one of these 
lesions. I think the other lesions are due to localized myxedema. 


Dr. LesteR M. Wieper, Milwaukee: Two forms of localized myxedema have 
been described, one of which is of papular or lichenoid type. I think that in this 
case there is a combination of localized myxedema of the common type with the 
papular form superimposed, as evidently both types of lesions are a part of the 
same process. 


Dr. Georce H. Betote, Ann Arbor, Mich.: My co-workers and I felt that 
the condition was an example of so-called localized myxedema associated with 
thyroid disease and particularly with the after-effects of thyroidectomy. I am 
glad to hear Dr. Wieder say that this translucent papullary eruption has been 
described. I had not seen a description of it, and I think it is an interesting con- 
tribution to an understanding of the disease. Dr. Wieder brought up the question 
of the cystic nature of the lesions. I have punctured them but have been unable 
to obtain fluid from them. 
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Necrobiosis Lipoidica Diabeticorum. Presented by Dr. Ropert C. Jamrrsoy. 


M. M., a Jewish housewife aged 21, born in the United States of Austro- 
Hungarian parents, has several large reddish yellow rounded areas distributed 
chiefly on the lower third of each leg. Her mother and one paternal aunt were 
diabetic. Four brothers and sisters are living and well. Otherwise the family 
history is irrelevant, and it does not reveal evidence of dermatoses. : 

The patient has been married for three years and has one child. In 1931 the 
first lesion appeared on the left lower third of the ankle; it was reddened, rounded, 
slightly elevated and measured 2 cm. in diameter. There was no subjective sensa- 
tion. The lesion progressed slowly peripherally, a reddish violaceous border and 
a yellow atrophic morphea-like center with ‘capillary telangiectasia being: present, 
There was no ulceration of definite type. 

The patient is obese and has no evidence of disease other than the afore- 
mentioned lesions. The one on the right ankle measures from 4 to 6 cm. and 
has the characteristics described. There is a slight abrasion in the center but no 
definite ulceration and no gangrene. 

On the lower third of the left leg are three similar lesions of about the same 
size, and one large lesion, which is the most recent one, is present on the outer 
aspect of the upper third of the leg. It is similar to the other lesions and morphea- 
like. All the lesions have gone through the same progressive changes, and now 
all look alike. 

The patient has had diabetes for five years and has received some dietary and 
insulin therapy. The urine showed a 4 plus reaction for sugar. 

Histopathologic examination made at the Grace Hospital in 1931 was reported 
to show sarcoid. In 1933 at the Receiving Hospital a pathologic diagnosis of 
tuberculosis was made. 

The patient has received ultraviolet therapy, but no appreciable effect has 
been noted. 


Necrobiosis Without Diabetes. 


A. A., a housewife aged 28, in good health, states that a lesion appeared over 
the left shin seven years ago and that it has gradually extended in spite of all 
treatment. Since that time two other lesions of similar character have appeared. 
There are no marked subjective symptoms. 

Examination shows three lesions confined to the anterior surface of the upper 
third of the leg. The largest, which measures approximately 1% inches (3.8 cm.) 
in diameter, is a slightly irregular, round, slightly elevated plaque, which is dully 
erythematous and has a slightly yellowish cast most marked on pressure with the 
diascope. There is a slight amount of fine scales superimposed. The other two 
lesions, although smaller, show the same general characteristics. General examina- 
tion gave negative results. There is no history of syphilis. 

The results of microscopic examination were reported as follows: In the sub- 
cutaneous tissues were perivascular infiltrations of lymphocytes and plasma cells. 
There were also epithelioid areas with and without multinucleate giant cells. 
Areas of necrosis were noted. The picture did not resemble sarcoid, and while 
it showed some suggestion of tuberculosis it looked more like a toxic necrobiosis 
than like anything else. The pathologist asked whether the areas showing the 
aforementioned changes were located over the sites where injections of insulin 
had been made. 

Examination of the blood showed 4,760,000 erythrocytes, 7,150 leukocytes and 
69 per cent hemoglobin. The results of the differential count were as follows: 
polymorphonuclear neutrophils, 65 per cent; small lymphocytes, 1 per cent; eosin- 
ophils, 2 per cent; monocytes, 5 per cent. The erythrocytes were uniform but 
slightly smaller than normal. The number of platelets appeared to be increased. 
The Kahn test and examination of the urine gave negative results. The dextrose 
tolerance was normal. 
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DISCUSSION 


Dr. Marcus R. Caro: Both clinically and histologically the lesions in the 
first of these cases are identical with those in the cases described by Dr. Zeisler 
and me. In the second case there are many differences. I should like to examine 
a section stained with sudan III and to note in it the characteristic histologic 
picture before accepting the diagnosis of necrobiosis lipoidica diabeticorum. 

Dr. Ropert C. JAMIESON, Detroit: The first of these patients was in the 
hospital during the past week, and considerable work has been done on her, but 
nothing that gives much enlightenment. The blood picture was practically normal. 
The urine showed a 4 plus reaction for sugar. The interesting thing about this 
patient is that she has been followed for over six years. She was seen at the 
Grace Hospital in 1931; a biopsy was performed at that time, and the condition was 
diagnosed as sarcoid before a histologic exmaination was made, She was seen at 
the Receiving Hospital three or four years ago, where a diagnosis of tuberculosis 
of the skin was made, and now she has typical necrobiotic lesions. I also have 
under observation a physician’s wife who has a lesion that is almost identical 
with those of the second patient in this group. The lesion is exactly over the 
patella and has progressed slowly. It is now, I think, about 5 cm. in diameter. 
There are no other lesions. 

Dr. Ricuarp S. Wetss, St. Louis: What was the cholesterol content of the 
blood in the second case? I feel that it is important to get an estimation of the 
cholesterol and fat content of the blood in cases of this condition. Is the diagnosis 
offered in this case necrobiosis lipoidica diabeticorum without diabetes ? 


Dr. Upo J. Wire, Ann Arbor, Mich.: In the second case the diagnosis is 
doubtful. Clinically the condition looks a good deal like that described by Urbach 
and later by Michelson, Zeisler and others, and my co-workers and I were much 
surprised when examination of the urine and blood for sugar gave negative results 
and more surprised when the results of histologic examination were different from 
the picture described in Dr. Michelson’s recent paper. Dr. Weiss’ suggestion that 
we might be dealing with some isolated xanthomas did not occur to us, particularly 
because the manifestations and the pathologic picture are quite different from those 
in xanthoma tuberosum. I think that clinically, at least, the condition may be said 
to be necrobiosis. Histologically this does not fit the classic description, and the 
patient is certainly not diabetic. It is possible that the concept of necrobiosis 
must be enlarged to include processes in nondiabetic persons and that one must 
not demand too exact a microscopic picture. 

Note.—In March examination of the urine showed no sugar. The sugar 
content of the blood during fasting was 222 mg.; the noncoagulable nitrogen 
content, 27.3 mg.; the cholesterol content, 266 mg.; the chloride content (deter- 
mined as sodium chloride), 413 mg., and the calcium content, 10.5 mg., per hundred 
cubic centimeters. The basal metabolic rate was — 5 per cent. The reaction to 
the Kahn test was negative. 


A Case for Diagnosis (Foreign Body Tumor?). 


C. D., a housewife aged 56, states that ten years ago, after she underwent a 
“blood test,” she received six intravenous injections. Two years later she received 
a second course of intravenous injections. She was first seen in this hospital in 
1934, because of varicose veins. At that time serologic examinations gave negative 
results. One year ago a lesion appeared on the left leg; this has increased steadily 
in spite of treatment consisting of three injections of neoarsphenamine. After 
this treatment was given the patient had an arsenical poisoning with jaundice, and 
she received fifteen intramuscular injections. She had a perforation of the septum 
at 12 or 13 years of age and one pregnancy at 20. Her child died at the age of 
4 months; the cause of death is unknown. The family history is irrelevant. 

The patient has a large perforation of the anterior portion of the nasal septum 
and a cutaneous lesion on the anterior aspect of the middle third of the left leg. 
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This lesion is twice the size of a palm, is irregularly elevated, has a dull erythema- 
tous color and consists of a definite tumor-like infiltration with an irregular border. 
There are several satellite lesions varying in size from that of a 5 cent piece to that 
of a dollar. Associated with this are several small ulcerations and a dry scale. 
The left foot is slightly edematous. 

A Kahn test made on Feb. 10, 1937, gave negative results. The observations 
made at microscopic examination was reported on as follows: The section showed 
chronic infective granuloma. There were small vascular epithelial foci containing 
Langhans giant cells. The diagnosis was noncaseating gummatous syphilis. 


DISCUSSION 


Dr. Loren W. SuHarFer, Detroit: I cannot offer any definite suggestion, but 
I gained the impression that a definite diagnosis of syphilis has been made. 
Clinically there is not much resemblance to a syphilitic lesion, although the section 
seems to confirm the diagnosis of syphilis. I wonder whether the condition might 
not belong in the atypical forms of endothelioma complicated by syphilis. 

Dr. Ricwarp S. Wess, St. Louis: The lesion does not look like any form of 
syphilis that I have ever seen, and the section does not confirm the diagnosis of 
syphilis. The lesion remotely resembles a bromide eruption, but there is no 
history of ingestion of bromide, and the examination of the blood for bromides 
revealed none. The patient has undoubtedly taken iodides over a period of years, 
and perhaps iodides are responsible for this curious lesion. 

Dr. A. R. Woopsurne, Grand Rapids, Mich.: I had some thought along the 
line which Dr. Weiss suggested. The microscopic appearance did not impress me 
as being conclusively that of a gumma. I thought of the possibility of a tumor- 
forming tuberculosis of some rare type. 

Dr. Harter L. Keim, Detroit: I subscribe to this opinion, and I suggest 
inoculation of guinea-pigs. 

Dr. THEODORE CoRNBLEET: [I think the feature against a bromide eruption 
is the unilateral character. While the biopsy is not altogether characteristic of 
Kaposi’s sarcoma I suggest that possibility. 

Dr. R. E. Barney, Cleveland: I think that against the diagnosis of bromo- 
derma is the fact that the lesion is distinctly a deep-seated granulomatous tumor. 
Usually in the bromodermas there is a relatively superficial fungating lesion. 
I subscribe to a diagnosis of granuloma of tuberculous origin. 

Dr. Wirtt1aAm G. SAUNDERS, Detroit: The appearance of some of the lesions 
made me think of tuberculosis, and I subscribe to the diagnosis of tuberculous 
gumma. 

Dr. Uno J. Wire, Ann Arbor, Mich.: I do not believe that the disease is 
syphilis. I have held out constantly against that diagnosis in the face of the 
definite pathologic report. There is no tendency toward any softening in these 
lesions. They are densely infiltrated. This woman is alleged to have had syphilis, 
and she has been treated for it. She has had varicose veins in which sodium 
morrhuate was injected some years ago, and the manifestation which she now 
exhibits appeared some time after this treatment was given. I do not know what 
the condition is, and am grateful for the suggestion that it may be tuberculosis, 
although I do not think that it will turn out to be that either. I think if it were 
there would be more pathologic evidence of tuberculosis and also evidence of 
softening. Dr. Cornbleet suggested a resemblance to Kaposi’s sarcoma, and if I 
remember definitely in some of the cases originally reported as Kaposi's sarcoma 
there were no angiosarcomatous changes, but the lesions were definitely granuloma- 
tous. If that is true I think this lesion might be regarded as some obscure 
granuloma in the so-called group of Kaposi’s sarcoma, although I do not think 
there is anything sarcomatous in it. Could not the condition be a foreign body 
tumor caused by reaction to sodium morrhuate? The giant cell infiltration in the 
section would then be readily explainable. 
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Congenital Ichthyosiform Erythroderma. 


|. G. is a schoolboy aged 13. In 1924 Dr. Wile described three cases of 
congenital ichthyosiform erythroderma (ArcH. Dermat. & SypuH. 10:487-498 
[Oct.] 1924). One child in that group died of extreme marasmus at 11 weeks, 
and another has since died of Hodgkin’s disease. The boy presented is the third 
child whose case was reported. The original clinical description was as follows: 


“The children are all undersized and somewhat marasmic. Scattered over the 
entire body and without any marked predilection, except that in all three the face 
and head are universally involved, is a remarkable form of superficial exfoliation. 
In all of the affected areas, this takes the form of thin sheets of epidermis, which 
apparently rise from an unreddened base and peel off spontaneously. The most 
remarkable feature, however, lies in the fact that . . . the desquamation occurs 
more or less irregularly and there are large areas of intervening skin which, from 
the outset, have been unaffected.” 

The factor of consanguinity is present in that the patients’ fathers were two 
brothers who married two sisters. The parents were first cousins, and the maternal 
grandparents were cousins twice removed. 

Except for the fact that this child has grown, the original description still 
fits. While there have been some periods of exacerbation and remission, at no 
time has the child been entirely free from the disease. 

No laboratory work has been done recently. 


DISCUSSION 


Dr. Ortver S. Ormssy: I am pleased to have the privilege of seeing this 
patient after all these years. The contribution of Dr. Wile on this subject is one 
of the outstanding contributions to American literature. Knowledge regarding the 
condition was limited to a few reports in this country when Dr. Wile recorded his 
family group. Two of the members of the family have died, but I think that is 
only incidental and is not to be ascribed to the ichthyosiform erythroderma. 

After Dr. Wile’s report was published, others appeared, which illustrate the 
fact that when attention is directed to an uncommon condition other cases are 
soon recognized. A striking example of such recognition followed the case pre- 
sentation and the description of necrobiosis lipoidica diabeticorum by Zeisler 
and Caro. 


Cases for Diagnosis (Family Group) (Neurotic Excoriations?). Presented 
by Dr. LorEN W. SHAFFER. 


These three male patients, members of one family, aged respectively 11, 21 and 
23 years, have lesions which began in early childhood, appearing in each case 
between the ages of 3 and 5 years. Three other children in the family, two sisters 
aged 6 and 12 years, respectively, and a brother aged 14, are entirely free. There 
is no family history of a similar condition in either of the parents or in any 
immediate relatives. The oldest patient has had no active lesions during the past 
six months but has scars, and he used to have active lesions of the same char- 
acter and distribution as the two younger boys. In the youngest boy the eruption 
began at the age of 3 years, immediately after an attack of diphtheria. The 
patient aged 21 had diphtheria at the same time but long after his eruption appeared. 
lhe oldest boy has had no serious illnesses, but he underwent an appendectomy 
several years ago. 

All three have had chronically recurring papulonecrotic lesions distributed over 
the face, the neck, the hands, the arms, the upper portion of the trunk and the 
lower parts of the limbs. Active lesions have been constantly present in these 
areas (except for the past six months in the oldest boy) with no tendency to 
remission or seasonal variation, except possibly slight improvement during the 
summer. The primary lesion began as an erythematous papule, which was soon 
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topped by a small vesicle; the vesicle became a pustule and then dried to a black 
hemorrhagic crust, which fell, leaving infiltrated papules with depressed purplish 
red centers, varying in size from that of a pinhead to that of a pea. These 
slowly underwent involution, leaving marked pigmentation and slightly depressed 
varioliform scars. Lesions in all stages of development are constantly present jn 
the involved areas. The active lesions are more acutely inflammatory than js 
common in papulonecrotic tuberculids. Scarring is more profuse in the older boys 
and most marked over the face. There is little discomfort or pruritus from the 
lesions, except some tenderness in the acute stage. Recurrent furunculosis has 
been present in the older boys. The three patients’ general health has apparently 
been good otherwise. : 

Sporadic treatment with various ointments has been tried with no success. 

Microscopic examination of a lesion on the right shoulder of the patient aged 
21, which had reached the black crusting stage, was reported to show a central 
necrotic area without ulceration sharply confined to the upper third of the corium 
and epidermis. Balloon degeneration of the stratum granulosum bordering the 
necrotic area and hypertrophic hyaline degeneration of hair follicles were noted. 
There was no evidence of granuloma. 

A roentgenogram of the chest showed no areas of infiltration or consolidation 
in the pulmonary field. The Kahn test, examination of the urine and a tuberculin 
test gave negative results. Erythema but no lesions followed irradiation from the 
water-cooled quartz mercury vapor arc lamp. 

Examination of the blood showed 4,860,000 erythrocytes and 9,900 leukocytes. 
The results of the differential count were as follows: polymorphonuclear 
neutrophils, 40 per cent; lymphocytes, 56 per cent; monocytes, 4 per cent. The 
color index was 0.9. 

DISCUSSION 

Dr. S. W. Becker: This is an unusual picture, and the occurrence of the 
disease in three members of the family suggests some abnormal chemical metab- 
olism. While the appearance of the lesions and the seasonal variation do not fit 
with the hydroa group, the atrophic nature of the scars suggests that these patients 
have a hydroa-like condition. I think that is one lead that should be followed. 
Many porphyrins have been demonstrated, but it takes an experienced chemist 
to make a study of them. Dr. Turner, a former co-worker, who is now located 
in Little Rock, Ark., would undoubtedly be glad to do this chemical work, and 
I think it would be interesting to follow this lead. 


Dr. Ricuarp S. Weiss, St. Louis: This is an interesting eruption. Many 
of the lesions show a linear distribution and angular figures, and I wonder whether 
or not there is some element of neurosis connected with the eruption, even though 
it occurs in three members of the same family. Certainly some of the lesions 
might be precipitated by trauma, and the trauma might be classified as neurotic 
excoriations. However, I cannot classify the underlying process. 


Dr. HartHer L. Ker, Detroit: I agree with the opinion expressed by Dr. 
Weiss. Whenever I encounter lesions which are not generally round I am at once 
suspicious that the eruption may be artificially produced. The lesions on the 
dorsum of the hands of the small boy are definitely oddly shaped, and I offer 
the suggestion that these, at least, are in the nature of neurotic excoriations. 


Dr. THEoporE CorNBLEET: The condition exhibited by these patients does 
not fit in with any halogen dermatitis I know; however, the halogens can pro- 
duce almost any picture. The older boy told me that iodized salt is used in the 
home, and I think it might be worth while to investigate the possibility of ioderma. 


Dr. Artuur E. Scuiter, Detroit: As the lesions occur in three members 
of the family and the condition is evidently a staphylococcic rather than a tuber- 
culous infection, it is my opinion that the background for this condition may be 
found in dietetic deficiencies, particularly a lack of vitamins, in the family diet. 
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lyk. Marcus R. Caro: I was impressed by the absence of lesions on the 
middie area of the back, an area that cannot be reached by the patient's hands. 
[ think that there is a considerable element of neurotic excoriation of acne-like 


K 
lesions. 

Dr. LorEN W. SuHarrer, Detroit: This is an interesting group, three mem- 
bers of the famhily being affected and three entirely free from lesions. I was not 
particularly impressed with the idea of a self-induced eruption. The abdomens of 
all the patients are entirely clear. My first impression was that the condition 
js parapsoriasis varioliformis, but that diagnosis cannot be confirmed. So far 
laboratory work has given no information. The eruption began in the two older 
bovs before iodized salt was used in Michigan. [I am much interested in the 
question of porphyrins and shall do everything possible to obtain information 
along that line. 


Discussion on a Case Previously Presented. 


Dr. James H. Mitcnett_: Those who were present at the January meeting 
of the society will recall that Dr. Ormsby and his co-workers presented a case of 
pigmentation due to a heavy metal (Arcu. Dermat. & SypuH. 36:639-640 
(Sept.] 1937). The identity of the metal had not been determined, and the term 
chrysocyanosis was given with a question mark. In the discussion I asked whether 
a dark field examination had been made. I was prompted to ask that because in 
the August number of the Annales de Dermatologie et de syphiligraphie Alvarez 
Cascos discussed the use of dark field examinations in the study of gold and silver 
depositions in the skin. (Ann. de dermat. et syph. 7:751 [Aug.] 1936). He found 
that silver is deposited in minute granules in the corium and has a special affinity for 
the capsule of the coil glands. I made a series of photomicrographs of sections 
of skin known to contain mercury and silver deposits. A comparison of the photo- 
micrographs of the sections known to contain silver deposits with those in Dr. 
Ormsby’s case shows marked similarity in the deposition and distribution of the 
granules. The similarity is especially striking in the arrangement of the granules 
in the capsule of the coil glands. On the basis of this similarity I hazard the 
opinion that Dr. Ormsby’s case was one of pigmentation due to silver rather than 
to gold. Dr. Weiss, however, has just informed me that silver had been demon- 
strated spectroscopically by him. I have not yet been able to obtain a section 
showing gold pigmentation, but Alvarez Cascos showed that the granules varied 
more in size than those of silver and that they had no special affinity for the 
capsule of the coil gland. I am demonstrating photomicrographs of the same 
sections made with both the dark field and the light field. Some of the sections 
are known to contain mercury; others are known to contain silver, and others 
are from Dr. Ormsby’s case. The similarity of the size and distribution of the 
particles in the last two series is striking. If I succeed in getting sections known 
to contain gold I hope to present the photomicrographs at a later meeting of the 
society. 

Dr. OLIvER S. OrmMssy: On account of the fact that the pigmentation differed 
in color from that of silver and corresponded closely with chrysocyanosis as 
reported from abroad, my co-workers and I directed our chief attention to the 
question of gold pigmentation. The patient had not taken a silver compound 
internally, nor could we find evidence that a gold preparation had been admin- 
istered. The first spectroscopic examination made in St. Louis showed large 
amounts of chromium and large amounts of silver. Our sections showed that a 
heavy metal was present, but they did not reveal the type. It was suggested that 
possibly the surgical instruments, together with fixing fluids, might have made 
the chromium contamination. Fortunately, I was able to have another specimen 
removed with a chromium-free knife; this was forwarded in dry form to St. Louis, 
and the examination of this specimen revealed only silver. This deposit may have 
been due to argyrol used in the urinary bladder several years ago in the treatment 
Ol Cystitis. 
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Orto H. Foerster, M.D., President 
March 17, 1937 


H. Rattner, M.D., Secretary 


Sarcoid of Boeck (Large Nodular Form?). Presented by Dr. Harry \. 

HEDGE, 

R. H., a Negress aged 41, was first seen on March 9, 1937, with an eruption 
of three months’ duration. The first lesion appeared on the left forearm and has 
enlarged from the size of a pea to 1 by 1.6 cm. in three months. There has been 
some local pruritus. The patient states that she has been in poor health for the 
past twenty years. Five years ago she was operated on for removal of the uterus 
and adnexa, and two years ago her gallbladder was removed. She has been under 
the care of many competent physicians, but none has ever informed her of any 
tuberculous symptoms. 

She now presents four lesions, of which three are on the flexor surface of the 
left forearm and one on the back of the left hand. The largest of the lesions is 
1.3 by 2.1 cm. and is definitely circumscribed, with a narrow border of erythema 
surrounding the main lesion. 

The Wassermann and Kahn reactions of the blood have been negative. Exam- 
ination of the blood showed 4,560,000 erythrocytes and 10,500 leukocytes; the 
differential count and the urinalysis gave normal results. 

A pathologic specimen was presented, which showed some perivascular infiltra- 
tion, and while the nodular masses of cells were not marked, that characteristic 
could be seen in some of the sections. There was an increase of epithelioid 
cells in the infiltrate. The collagen and elastic tissues showed beginning degen- 
erative changes. While I feel that in Boeck’s sarcoid the histologic picture is 
so characteristic as to leave no doubt of the diagnosis, that was not so here. 


DISCUSSION 
Dr. S. W. Becker: I think the condition is a rather unusual ecthymal erup- 
tion. The lesion has a definite inflammatory border—too inflammatory to be seen 
with sarcoid. 
Dr. CLarK W. FINNERUD: From the section I saw I do not think that the 
condition is sarcoid, nor did the lesions appear to be sarcoid clinically. 


Elephantiasis of the Right Leg. Presented by Dr. E. A. Otiver and Dr. 
J. R. Wesster (by invitation.) 


H. D., a woman aged 52, states that about twenty-one years ago a “sore” devel- 
oped on the outer aspect of her right leg Just below the knee, which was slow in 
healing. Since that time she has had three similar lesions, which healed slowly, 
with punched-out scars. A short time after the first ulcer appeared the leg began to 
swell. When the patient did not have open ulcers she wore an elastic stocking, 
and with this the swelling was less marked. Eleven years ago she broke her 
right leg below the knee, and since then the swelling has been present constantly, 
without any change except perhaps slow enlargement. Five years ago several pea- 
sized nodules developed about the ankle and ulcerated. 

The first Wassermann test was made at the Cook County Hospital in November 
1936, after which the patient was given potassium iodide and mercury. 

She was first seen at the Central Free Dispensary on Jan. 12, 1937, at which 
time the Wassermann reaction of the blood was 4 plus. Since then she has received 
8 injections of a suspension of bismuth subsalicylate in oil at weekly intervals. An 
ulcer that has been present for four months is healing slowly, and the leg is sotter 
than it was at the beginning of treatment. The patient is under dietary manage- 
ment because of glycosuria. 





SOCIETY TRANSACTIONS 919 


|-xamination shows the right leg below the knee to be about twice the 
size of the left. Above the knee there is slight enlargement. The leg is firm 
hut pits slightly on pressure. Below the knee on. the outer aspect several 
pun hed-out scars the size of a small coin are noted, and at the junction of the 


lower and the middle third of the leg there is a dime-sized punched-out ulcer with 
4 slightly dirty base. 


DISCUSSION 

Dr. James H. Mircuetv: If I am not mistaken, I saw this patient in the clinic 
a few weeks ago. She gave a history of fracture of each leg at about the same 
level, followed by an unusual type of induration and edema. 

Dr. M. H. Epert: The presence of the punched-out ulcer with some inflam- 
matory reaction, in conjunction with a positive Wassermann reaction, would sug- 
gest that this lesion is syphilitic, although clinically it does not resemble gumma. 
There has been no central sloughing. The entire process may have been modified 
by the great amount of stasis. As to the cause of the stasis, I have no ideas to 
offer. 

Dr. M. J.. Reuter, Milwaukee: I thought there was scarring suggestive of a 
late syphilid in addition to the ulcer and elephantiasis. Whether the entire con- 
dition is on a syphilitic basis or not I cannot determine. 

Dr. J. R. Wester (by invitation): The patient is, without doubt, syphilitic, 
and we felt that a combination of gummatous infiltration and subsequent fibrosis 
and the effects of the Y-shaped fracture might well explain the elephantiasis. 


Folliculitis with Scarring. Presented by Dr. M. H. Esert. 


C. B., a woman aged 38, states that small pustules have formed about the hair 
follicles in the scalp for fifteen years. The lesions produce a burning sensation, 
and she picks them. Recently similar lesions have appeared on the face. i 

On the crown there are several atrophic scarred areas the size of a match head. 
A few small crusts are present about hair follicles in other portions of the scalp. 
The face is greasy and shows a few healing excoriations. 


DISCUSSION 


Dr. H. R. Foerster, Milwaukee: I believe this condition is of the acne 
varioliformis type, probably due to a pyogenic organism. I believe the lesions are 
too acutely inflammatory for tuberculid and are not simple pyoderma. Dr. Becker 
suggested that the necrosis resulting in scarring was probably due to an allergic 
reaction to the particular organism causing the infection. 

Dr. S. W. Becker: I think the condition is what is usually called acne 
necrotica or acne varioliformis. Patients with lesions on other parts of the body 
are occasionally seen. Recently I saw a man whose genital region and thighs 
were covered with atrophic noncontractile scars after a pustular eruption. Whether 
the condition is tuberculid or a reaction to a pyogenic organism, it is the allergic 
state of the tissues which determines the type of reaction, and the result is always 
this atrophic noncontractile scarring. 

Dr. H. RATTNER: I think the late Dr. John E. Lane described this condition 
as acne necrotica miliaris (ArcH. Dermat. & SypuH. 28:10 [July] 1933). It is a 
staphylococcic eruption, and apparently tuberculosis or other such factors do not 
bear any relation to it. The few cases that I have observed occurred in women, 
and the condition improved much more rapidly when preparations for the scalp, 
particularly hair-curling fluid, were avoided. 

Dr. CLARK W. FINNERUD: My impression is that this condition is not a neurotic 
excoriation but an infection with probably exogenous staphylococci or streptococci. 

Dr. M. H. Epert: I presented the case because I hoped some one from the 
Mayo Clinic would be here. I know Dr. Montgomery is publishing a paper on a 
similar condition, and I was eager to have him see this patient and to get his 
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reaction. I agree that the scarring is not that of a neurotic excoriation but is the 
result of a local allergic reaction of the tissues, of streptococcic or staphylococcic 
origin, that has entered the hair follicle. 


Lupus Erythematosus Disseminatus. Presented by Dr. M. H. Exzerr and 
Dr. E. L. Murpuy (by invitation). 

J. G., a Negro aged 42, states that his present illness began three weeks ago 
with an infection of the upper part of the respiratory tract, which was followed 
by hoarseness. Three days ago he began to have epistaxis and subconjunctiyal 
hemorrhage, associated with swelling of the face. 

Four years ago he noted a dime-sized plaque on the right cheek, which was 
covered with a loosely adherent scale. Since then similar plaques have appeared 
on the scalp, the ears, the cheeks, the bridge of the nose, the arms, the legs and 
the trunk. These lesions never completely disappear but fade out and leave depig- 
mented atrophic spots. 

Physical examination on admission showed the temperature to be 102 F., the 
pulse rate 84 and the respiratory rate 28. The blood pressure was 148 systolic 
and 60 diastolic. There were bluish red plaques on the soft palate. 

Examination of the blood showed 3,600,000 erythrocytes, 10,400 leukocytes and 
65 per cent hemoglobin. The coagulation time was four minutes. The differential 
count showed 82 per cent polymorphonuclear neutrophils, 8 per cent lymphocytes 
and 10 per cent monocytes. Examination of the urine showed a specific gravity of 
1.015, positive reactions for acid and albumin and the presence of a few red and 
white blood cells. 

The serologic tests of the blood and of the spinal fluid gave negative results. 
Chemical examination of the blood showed urea nitrogen 33 mg., creatine 2.15 mg. 
and sugar 81 mg. per hundred cubic centimeters. 

Roentgenographic examination of the chest showed bilateral increase of hilar 


markings. 
On the face are several slightly elevated plaques the size of a small coin with 


raised, dull red margins and hyperpigmented centers. On the scalp are several 
dime-sized atrophic areas in which there is permanent alopecia. On the back as 
low as the sacrum are scattered areas with depigmented and atrophic centers, 
one or two of which are erythematous at the borders. 

Histologic examination of a section from an active plaque on the face showed 
the usual picture of lupus erythematosus. 


DISCUSSION 


Dr. L. F. Weper: I agree with the diagnosis. The history of the lesions 
beginning as pustules is interesting. 

Dr. H. R. Foerster, Milwaukee: I believe that in this case two types of 
lesions are present: disseminated lupus erythematosus and tuberculid. The papulo- 
pustular lesions that can be pointed out and the scarring of past similar lesions 
suggest papulonecrotic tuberculid. The macular lesions suggest disseminated lupus 


erythematosus. 

Dr. M. H. Expert: This case when first studied in the clinic was a little 
more confusing than it is today. Some of the lesions on the face suggested sarcoid 
of Boeck clinically and others suggested tuberculid. The history of chronic cough, 
some fever and loss of weight suggested the id type of tuberculosis. In the 
hospital the histologic report indicated lupus erythematosus. An_ interesting 
feature was that preliminary examination of the sputum showed acid-fast bacilli, 
but their presence was not verified. Another interesting point was the leukocyte 
count of 10,400, which I think shows a good prognosis in disseminated lupus 
erythematosus. About two weeks ago the patient presented an interesting lesion 
on the uvula, a bluish red plaque of the type seen in erythema multiforme. This 


has gradually disappeared. 
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Lichen Planus, Generalized. Presented by Dr. Harry M. Hence. 


R.. a Negress of uncertain age, was first seen on Jan. 22, 1937. At that 
she had a generalized papulovesicular eruption, was exceedingly nervous and 
constantly shook from head to foot. Many scratched lesions had become secon- 
darily infected and ulcerated. The legs from the knees downward exhibited 
hyperkeratotic patches which were sensitive to pressure. The patient’s diet had 
heen unrestricted but varied and of sufficient quantity. She gave a history of 
several attacks of pustular dermatoses, including two large chalazions and persistent 
pustular paronychia. She has had various hysterical attacks when she felt she 
could not swallow or drink liquids. She complains of frequent headaches and of 


( 


time 


dyspnea. 

[The Wassermann and Kahn reactions were negative. Examination of the 
blood showed 3,490,000 erythrocytes, 15,150 leukocytes and 62 per cent hemoglobin. 
Examination of the urine showed a specific gravity of 1.03, no albumin or sugar, 
some pus and many epithelial cells. 

Microscopic examination of a biopsy specimen from the arm showed a picture 
compatible with a diagnosis of lichen planus. 


DISCUSSION 

Dr. M. H. Expert: The history shows that the disease started as a vesiculo- 
papular eruption. I think it is interesting that lichen planus should start in that 
way. All the members have seen bullous lesions, but papulovesicular lesions are 
unusual. If nervous disturbance has anything to do with the etiology of lichen 
planus, this case is a good example. 

Dr. Harry M. Hence: The interesting thing to me about this condition is 
that it began with all the manifestations of dermatitis herpetiformis. The patient 
was exceedingly nervous and had papulovesicular lesions, a great many of which 
had been scratched and were infected. I took three biopsy specimens. One was 
sectioned, and microscopic examination showed vesicular lichen planus with definite 
vesicles in the tissue. The pathologist made only one slide of that specimen, and 
when he went back to make a second slide he could not find the specimen. The 
other tissue showed lichen planus, and I think that generalized lichen planus is 
the correct diagnosis at present. 


Sarcoid of Boeck and Hypertrophic Scarring (Keloid). Presented by Dr. 
H. RAtTNER and Dr. J. E. GrnssperG (by invitation). 


M. B., a Negress aged 37, was first seen two months ago at the dispensary of 
the Michael Reese Hospital, when the following history was obtained: Seven 
months ago the patient first noted slightly pruritic elevated lesions about the eye- 
lids, varying from 1 to 7 mm. in diameter. The lesions gradually increased in 
number and began to coalesce and form small plaques on the lids and gradually to 
appear about the nares, the lips and the upper part of the back. They did not 
ulcerate. On various parts of the body there were markedly hypertrophic scars 
at the sites of various types of trauma, including a recent wound caused by removal 
of tissue for biopsy. A fibroma was removed from the patient’s back two years 
ago. There was no history suggestive of visceral tuberculosis or acquired syphilis. 
No member of the patient’s family has a similar eruption. 

Roentgenograms of the chest revealed no evidence of specific pulmonary infil- 
tration. Examination of the blood and the urine gave normal results. An intra- 
cutaneous test with a 1:1,000 dilution of tuberculin produced at the end of 
torty-eight hours a 2 cm. area of erythema. The Wassermann test (cholesterol 
and lipoid) gave negative results; the Kahn reaction was 4 plus. Nasal curettage 
and smears failed to show acid-fast bacilli. 

_ Histologic examination of a biopsy specimen from a lesion on the upper part 
of the back showed superficial discrete infiltrations of epithelioid and round cells. 
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The infiltrating cells were loosely packed and predominantly epithelioid. Typical 
tubercle structure was not present. Acid-fast bacilli could not be demonstrated jn 
the sections. 

The patient has received 5 injections of bismuth subsalicylate at weekly 
intervals, and during the period of this treatment the lesions of the face have 
become smaller. 

DISCUSSION 

Dr. J. E. GinssBerc (by invitation): The photographs which appear in Dr. 
Nomland’s monograph (ArcH. Dermat. & SypH. 30:59 [July] 1934) present 
clinical characteristics identical with those in our patient. As Dr. Nomland 
pointed out, the bulk of evidence in such cases seems to indicate that the lesions are 
hematogenous cutaneous tuberculosis. Our case presents two unusually interesting 
features: one, the presence of lesions in the mucous membrane: about the nares, 
and the other, the fact that keloids have not developed in the mildly inflammatory 
sarcoid lesions, although the patient has a keloid where the biopsy specimen was 
removed recently and one where a tumor was removed from the back two 
years ago. 


Melanoma of the Left Foot. Presented by Dr. James H. Mitcue-t. 

Mrs. T., aged 57, was presented at the meeting on May 20, 1936, of the Chicago 
Dermatological Society (ArcH. Dermat. & SypuH. 35:764 [April] 1937). At that 
time 2,800 roentgens of roentgen radiation filtered through 1 mm. of aluminum 
had been given. The lesion has now received in all 7,000 roentgens of radiation 
filtered through 1 mm. of aluminum and 950 roentgens unfiltered. There is at 
present considerable fibrosis but no apparent pigment, and no gland has appeared 
in the groin as yet. 

DISCUSSION 

Dr. H. R. Foerster, Milwaukee: This case demonstrates that good results 
are possible in the conservative treatment of lesions of this type. 

Dr. L. F. Weser: I think this patient was well worth presenting as a demon- 
stration to the members of the results that can be obtained from roentgen therapy. 
I believe as good results can be achieved with roentgen rays as with radium, and 
I think it is not necessary to send patients to a radium institute for treatment. 

Dr. James H. MitcHett: I agree with the remarks of Dr. Weber. 


A Case for Diagnosis (Leukaemia Cutis?). Presented by Dr. Crark W. 
FINNERUD and Dr. Ratpo H. Scu tt (by invitation). 


R. G., a woman aged 30, presents lesions on the right breast, which she states 
have been present for about one year, and lesions in the right scapular area, of 
four months’ duration. The lesions on the breast followed pinching of the breast 
by her nursing infant. 

On the right breast there are several palpable pea-sized bluish nodules which 
have gradually increased in size and number during the year. In the right scapular 
area there are grouped brownish papular lesions varying in size from that of a 
pinhead to that of a match head. 

Histologic examination of a section from each area showed irregularly outlined 
nests of densely packed small round cells occupying the corium and the upper 
hypoderm. In some places they occurred chiefly perivascularly. At the time of 
this report the nature of these cells has not been determined. 


DISCUSSION 

Dr. S. W. Becker: I think the picture is compatibie with a diagnosis of leu- 

kaemia cutis or pseudoleukaemia cutis. Often a patient with this condition will 
have a normal count even to the time of death. 
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Dr. M. J. Reuter, Milwaukee: The lesions clinically are unusual, and with- 
out biopsy one cannot say much about them. Histologically groups of small, cir- 
cumscribed nodules, apparently composed of round cells, appeared, but just what 


type of cells they were I was not able to determine from brief observation. The 


most probable diagnosis, I think, is leukaemia cutis. 


Dr. M. H. Expert: Dr. Nomland and I have observed at Rush Medical College, 
University of Chicago, one or two cases in which the histologic picture resembled 
that in this case, and a preliminary diagnosis of lymphatic leukaemia cutis was 
made. The lesions proved to be benign, however, for after removal they did not 
recur. Dr. Nomland seemed to feel that this condition was a special entity, and 
it has been reported as a benign condition, 

Dr. CLARK W. FInNERUD: We considered most seriously the diagnoses of 
leukemia and of the Spiegler-Fendt type of sarcoid, but we are still in a quandary 
about the condition. 

Dr. S. W. Becker: I have several sections from patients whose condition has 
been diagnosed as benign lymphocytoma. I have never published reports of the 
cases, for I have not been sure the condition was not lymphocytic tubercle. I have 
reviewed the literature, and there are few reported cases of lymphocytoma. In 
this section the cells were so numerous and so scattered that I would be inclined 
to consider the condition leukemia-rather than benign lymphocytoma, in which the 
infiltrate is usually in a single mass. 

Dr. FREDERICK R. ScuMiptT: I agree with Dr. Becker. I saw a patient with 
benign lymphocytoma presented by Dr. Fuhs in Vienna, and the lesions were 
definite nodules. There was not the spreading out that is present in this case. 

Dr. RatpH H. Scutt (by invitation): Because of the previous history of 
trauma we considered neoplasm as the most probable cause of the lesion on the 
right breast. Since the time of the injury new lesions have developed on the 
shoulder without trauma. The lesions in both places are histologically similar 
and not unlike the description generally given of the Spiegler-Fendt sarcoid. 


Pemphigus (Senear-Usher Type). Presented by Dr. James H. MitcHeLt and 

Dr. RaAtpH H. Scuty (by invitation). 

B. L., a woman, aged 37, presents an eruption of seventeen years’ duration, 
which first appeared in the right scapular region and progressively involved the 
back, the chest and the abdomen. 

This patient was first seen by Dr. Oliver S. Ormsby six months after the onset 
of the eruption, during the summer of 1920. In April 1922 she was seen by 
Drs. F. E. Senear and Barney Usher, and her case was reported by them with 
ten other cases (ArcH. DeRMAT. & SypH. 13:761 [June] 1926) under the title “An 
Unusual Type of Pemphigus.” 

At present the lesions are papules varying in size from that of a dime to that 
of a quarter and having superficial brown crusts. These are present on the scalp, 
the face, the chest and the back. Interspersed with these lesions are some reddish 
brown pigmented papules and scars. Over the bridge of the nose and the malar 
prominences there is a butterfly-shaped erythema. 


DISCUSSION 

Dr. Max S. Wien: This case was observed at the Research and Educational 
Hospital of the University of Illinois and was one of those in the original report 
by Senear and Usher. I have not seen the patient for six or seven years. The 
last time I saw her the lesions were much more acute and edematous, with 
numerous bullae, and there was much more involvement of the face and the chest. 
The condition present today, with the dull inflammatory type of lesion, with 
superficial scaling, has more of the characteristics of subacute or chronic dis- 
seminated lupus erythematosus. 
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Dr. S. W. Becker: Patients who have lupus erythematosus with this dey. 
of cutaneous involvement, with edema that has produced nearly bullous lesjoy: 
would be expected to be much more ill than this woman seems to be. I shy ul 
hesitate to call this condition lupus erythematosus. 

Dr. Max S. WiEN: I was much surprised to see the woman alive, for whe 
last seen by me she presented the picture Dr. Becker described. She looked x 
if she was about ready to die. I think her case demonstrates the point that 
matter how acute the clinical picture may be, whether in pemphigus or in lupus 
erythematosus, the disease may follow a benign course. 

Dr. H. Rattner: I think that today the picture is that of lupus erythematosys 

Dr. JAMES H. MitcHeti_: I was much interested in seeing this patient ajte 
all these years. I saw her with Dr. Ormsby in 1920. At that time Dr. Ormsh 
called the condition pemphigus, and it is rather interesting that at that time sly 
presented symptoms leading him to make that diagnosis and today presents a 
entirely different picture. Last week, when I saw her in the clinic, the lesions wer 
much redder, with much more suggestion of the subacute type of pemphigus 
which Dr. Ormsby and I saw and referred to as the Schmidt type. I felt Jas 
week that the patient had lesions that would justify a small dose of a gold prep- 
aration. Dr. Ormsby and I talked this over with Dr. Scull, and I will ask him 
to tell about the use of quinine in this case. 

Dr. Ratpo H. Scutt (by invitation): This patient was seen by me on Dec. ( 
1936, and at that time the condition looked like an exacerbation of chronic lupus 
erythematosus. Quinine was given orally, 2 grains (0.12 Gm.) three times a day 
Each time I have seen her the lesions appeared improved; today they do not 
correspond to the description made the last time I saw her. 


Psoriasis (?). Presented by Dr. James H. MitcuHetr and Dr. J. R. Wessti 
(by invitation). 

J. S., a man aged 45, states that an eruption has been present on the glans 
penis for fifteen years. Most of the time it has been without sensation, but occa- 
sionally, especially after intercourse, it has been “sore.” After it had been present 
for three years there was marked irritation following intercourse; several ulcera- 
tions developed, and the entire penis was swollen. This exacerbation healed, 
apparently spontaneously, in three months, and there has been little change in th 
condition, except for transient periods of soreness. The patient has never had 
similar lesions on other parts of the body. In 1926 he had a chancre and received 
an indefinite amount of treatment by injection at that time. In August 1936 he 
visited the Central Free Dispensary, complaining of a urethral discharge of five 
months’ duration, and a diagnosis of gonorrhea was made. He has been receiving 
periodic prostatic massage and irrigation. 

On the dorsum of the glans penis near the corona are several reddish brown 
papules, slightly shiny and in some places scaly, varying in size from that of a 
match head to that of a split pea. The rest of the cutaneous surface, including the 
scalp, the nails and the oral mucosa, is without significant change. 

Histologic examination of sections stained with hematoxylin and eosin showed 
marked parakeratosis with absence of the stratum granulosum, moderate acanthosis 
and some edema of the epidermis. In the corium there was considerable dilatation 
and in the papillary layer a moderate, somewhat diffuse cellular infiltrate com- 
posed largely of lymphocytes. 

DISCUSSION 


Dr. CLarK W. Finnerup: I saw the section before I saw the lesions; but ! 
could not make a positive diagnosis from the section, and I experienced the same 
uncertainty on seeing the lesions. Previously, from the section, in spite of the 
parakeratosis and the diminished stratum granulosum, I thought the picture fitted 
in better with lichen planus than with psoriasis or leukoplakia, but after seeing the 
patient today I think the most likely diagnosis is psoriasis. 
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yx. M. H. Expert: In looking at the section I thought there was more infiltrate 

he upper part of the corium than is usually seen in psoriasis, unless it is of a 
highly inflammatory type. I found in this section no micro-abscesses, and the 
elongation of the papillae was not sufficient for a diagnosis of psoriasis. Clinically 
psoriasis is a possibility. 

Dr. H. C. Wittett, Des Moines, lowa (by invitation): I was interested in this 
for I have observed a number of similar cases in which I made a diagnosis 


dsc, 


; psoriasis. I nearly always clear up the condition with two or three small doses 


of roentgen radiation. 

Dr. James H. MitcuHeti: I was inclined to favor a diagnosis of psoriasis of 
long duration. The influence of wear and tear on the lesions of psoriasis is well 
known, as is the fact that the most intractable form of psoriasis is that of the 
semimucous membrane of the glans penis. Next to that, perhaps the type which 
is most resistant to treatment is the lesion of the palm. The fact that the patient 
has only one group of lesions does not speak against psoriasis, for lesions limited 
to the nails are frequently seen. The first sections we examined more nearly fit 
the picture of lichen planus, but I am inclined to favor a diagnosis of psoriasis. 


Pemphigus Vulgaris. Presented by Dr. M. H. Epert and Dr. E. L. Murpny 

(by invitation). 

E. B., a Negro aged 59, was admitted to the Cook County Hospital on March 8, 
1937, when he presented bullae in all stages of development, which had been 
present for two years. The patient states that he first noticed lesions on the scalp 
and the face on May 27, 1935, a day on which nine teeth were extracted. The 
lesions appeared next on the chest and the thighs and later became generalized. 
They were first noticed in the mouth one year ago. The patient began to lose 
weight in the fall of 1935 and during the next year lost approximately 35 pounds 
(16 Kg.). Since then his weight has remained essentially stationary. He has 
experienced involuntary jerking of the muscles and sudden sensations of extreme 
chilling. He gives a history of malaria in childhood, and of smallpox. In 1923 
he had gonorrhea and syphilis, for which he received about sixty injections. 

On admission the patient’s temperature was 97.4 F., his pulse rate 82, his 
respiratory rate 22 and his blood pressure 110 systolic and 60 diastolic. The skin 
showed a generalized bullous eruption with lesions varying in size from that of a 
pinhead to that of a nickel, with crusting and depigmented areas on a pigmented 
background. There were several large erosions in the mouth. 

The Wassermann test and the examination of the urine gave negative results. 
Examination of the blood showed 4,580,000 erythrocytes, 11,350 leukocytes and 
83 per cent hemoglobin. The differential count showed 68 per cent polymorpho- 
nuclear neutrophils, 17 per cent lymphocytes, 6 per cent eosinophils and 9 per cent 
monocytes. 

The patient states that his mother was of Negro and Indian descent and his 
father of Caucasian descent. 


Nevi, Unusual Mixed Type. Presented by Dr. James H. MitcHett and 

Dr. RALPH H. Scutt (by invitation). 

EK. G., a Negro aged 47, presents two lesions which have been present since 
birth, one in the left upper frontal region and the other in the left infra-orbital 
area of the face. 

The lesion in the frontal area is the size of a silver quarter, brown and cir- 
cumscribed, with an elevated border. In its center there are several beadlike 
projections. The lesion under the left eye is bluish brown and extends from the 
lower lid to the malar prominence. There is no change in the clinical appearance 
of the skin except for the color. No subjective sensation is present. The patient 
states that there has been little or no change in the size or the shape of the lesions 
since he first noticed them. 
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Microscopic examination of a section from the lesion on the forehead showed 
a pigmented nevus in one area and a basal cell proliferation invading the hypoderm 
in another. Examination of a section from the lesion under the eye showed a 
pigmented nevus with spindle and stellate melanin-loaded cells in the deeper layers 
of the corium. f 

DISCUSSION 

Dr. S. W. Becker: The lesion below the eye, which also involves the con- 
junctiva or the sclera, can best be classified as a blue nevus, although the histologic 
picture was not that typical of nevi. The lesion on the forehead presented a com- 
bination of adenomatous sebaceous glands, dilated sweat ducts, which seemed to 
be increased in number, and proliferations from the basal portion of the epithelium, 
similar to those reported by Nomland some years ago as epithelial nevi. Certainly 
this extension of epithelial cells in a picture that suggests basal cell carcinoma 
must be unusual, for I do not think Gans mentions this type of change. Whether 
this is a benign neoplasm, an early malignant neoplasm or simply a disturbance 
of development I am not able to say. 


Dr. Ratpo H. Scutt (by invitation): The blue macular lesion in the left 
infra-orbital region, when first seen, resembled a tattoo mark. On being questioned 
the patient said this lesion and the brown one in the right frontal area had been 
present since birth and that little change in size, shape or color had occurred. 

A microscopic examination of a biopsy specimen from the blue lesion was of 
interest because of the many types of nevus cells. The papillary layer contained 
nests of nevus cells, while throughout the corium there were large branched and 
spindle-shaped cells with melanin. In the lowermost portion the cells were 
arranged in more or less orderly fashion, parallel with the surface of the skin. 

Microscopic examination of a biopsy specimen from the brown lesion on the 
frontal area showed nests of nevoid cells with melanin in the papillary layer, a 
proliferation of sebaceous glands and in one area a proliferation of basal cells 
invading the papillary and subpapillary layers. I recall one case like this, which 
was reported by Hamilton Montgomery under the title “Histogenesis of Basal-Cell 
Epithelioma” (Radiology 25:8-23 [July] 1935). 


Pellagra, with Involvement of the Genital Region. Presented by Dr. Max 
S. Wien and Dr. MINNIE O. PERLSTEIN. 


O. J., a Negress aged 26, states that she was well until three weeks ago, when 
she began having pain and soreness about the vulva and a feeling of malaise. 
One week later her throat became sore; there was difficulty in swallowing, and 
a nasal discharge followed. During the past three weeks she had lost weight and 
has had nausea, vomiting and dysphagia. She has been drinking about 1 quart 
(0.9 liter) of whisky daily for the past several years and eating little. 

On examination the patient appears acutely ill. The lips are reddened and 
tender. The tongue is beefy red and covered with adherent whitish plaques. The 
gums are swollen and friable. There is a generalized shotty lymphadenopathy. 
The vulva is swollen, reddened, tender and covered with a whitish exudate. The 
eruption is sharply defined on the inner surfaces of the thighs. The urinary 
meatus and the vaginal mucous membrane are reddened. The skin over the dorsa 
of the hands is dry and scaly, with sharp margination at the palmar aspect. 


Histologic Study of Sarcoma of Kaposi.! Presented by Dr. A. W. STILLIANS. 


C. D. R., a man aged 31, was presented before the society on Jan. 20, 1937 
(Arcu. Dermat. & SypH. 36:649 [Sept.] 1937). Microscopic examination of a 
section from a papule on the dorsum of the distal phalanx of the second toe ol 
the right foot showed moderate hyperkeratosis, a thick granular layer, ballooning 


1. At the meeting this case was erroneously presented as one of Schamberg’s 
disease. 
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and edema of the upper layer of prickle cells and invasion of the basal layer by 
infiltrate in some areas. A thick infiltrate of round and connective tissue cells 
was noted in a fine meshwork of fibers beneath the epidermis, extending almost 
to the vascular plexus. Within this edematous tissue were many newly formed 
capillaries, in some places extending straight downward through the infiltrate, in 
others grouped to form whorl-like areas. In the lower part of this infiltrate and 
just beneath it much pigment was seen. There was no evidence of fresh hemor- 
rhage. The potassium ferrocyanide test for iron gave positive results. The diag- 
nosis of sarcoma of Kaposi was confirmed. 
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Recurrent Lichen Planus. Presented by Dr. ArtHuR E. SCHILLER. 


S. L., a white widow aged 53, was first presented before the society in the 
latter part of 1935, with typical lichen planus. She lost her husband in April 1935 
and has since been working on a WPA project. She has been worrying about 
economic insecurity. She presented herself at the clinic on Dec. 19, 1936, with an 
eruption of five weeks’ duration on the hands, the legs and the trunk. She states 
that on about Aug. 1, 1936, a few lesions appeared on the lower part of the thigh, 
posteriorly. The eruption spread slowly at first and later more rapidly. Physical 
examination showed no abnormality except poor oral hygiene. At present she 
has an itching papular eruption consisting of discrete and confluent polygonal 
purplish lesions, covered with small scales. 


DISCUSSION 


Dr. GeorGeE H. Betore, Ann Arbor, Mich.: I think there is no question about 
the diagnosis. However, during the past few months I observed a number of 
cases of lichen planus in which the condition has been especially resistant to treat- 
ment, and I wonder if the rest of the members have had the same experience. 
In addition, I have observed a number in which the condition has been recurrent. 
Until the last year or so, I think, while at times results have been slow, lichen 
planus has in general responded well to almost any form of therapy. In recent 
months the condition has seemed especially stubborn. 

Dr. WILLIAM G. WANDER: Dr. Belote’s observation is interesting. I have seen 
more lichen planus in recent months, but it is always difficult to say whether such 
a thing just happens to one individually, or if there is an increased incidence of 
the disease. 

Dr. J. R. Rocin: I have had many more cases of recurrent lichen planus than 
I have had before, and, becoming interested in the subject, I looked up the literature. 
The only article I could find was in the Arcuives (Lord, L. W.: Recurrence in 
Lichen Planus, Arcu. Dermat. & Sypu. 26:471-473 [Sept.] 1932). I was sur- 
prised to find that Lord reported a high percentage of recurrence in lichen planus. 
[ had always been taught that recurrences in lichen planus were rare. 


A Case for Diagnosis (Tuberculosis Cutis?). Presented by Dr. J. H. CoBane. 
__E. M,, a Negress aged 59, born in the United States, presents a lesion on the 
forehead of one and one-half years’ duration. It is granulomatous, fungating, 
irregularly round, the size of a silver dollar and raised about % inch (0.6 cm.) 
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above the surface. Some purulent small abscesses stud the surface. Roentgen 
and clinical examinations of the chest showed no abnormality. Smears and 
cultures for blastomycosis gave negative results. The blood count showed 13.900 
white cells, of which 60 per cent were lymphocytes and 35 per cent polymorpho- 
nuclears. Histologic examination indicated tuberculosis. 


DISCUSSION 

Dr. F. R. MENAGH (by invitation) : It seemed to me that there was a good deal 
of fraying of some of the lesion, but a good many areas looked like typical tubercles. 
with giant cells and some epithelioid cells as well. I have never seen blastomy- 
cosis without a vegetative border from which foul pus oozed. I would favor the 
diagnosis of tuberculosis. 

Dr. HartHer L. Kerm: I saw this patient at the City of Detroit Receiving 
The question often arises as to whether tuberculosis, 


Hospital on several occasions. 
Most conditions like this turn 


blastomycosis or an unusual syphilid is present. 
out not to be blastomycosis, which is not a common disease in Detroit. Tubercu- 
losis and syphilis are both common in the Negro. Clinically, I believe, this lesion 
can be considered tuberculous without too great a stretch of the accepted concept 
of verrucous tuberculosis. It occurs on the face, where lesions in general are 
more succulent and soft, and it is known that the Negro is especially susceptible 
not only to pulmonary but to cutaneous tuberculosis. As Dr. Menagh has said, 
the condition does not confirm an impression of blastomycosis. Microscopically, 
[ think the pathologist gives definite help as to the type of granuloma present. 
I believe the number and type of giant cells and the epithelial structure, with some 
definite tubercles in the lower portion of the cutis, establish this condition as 
tuberculosis of the skin. I could not find any blastomycetes. 

Dr. GeorGe H. Betore, Ann Arbor, Mich.: From the clinical standpoint this 
condition could be one of several. I looked the slide over carefully, and whik 
I was unable to find definite blastomycetes, the general structure and architecture 
looked more like blastomycosis than tuberculosis. I should like an opportunity to 
examine more closely one of these slides, to see if blastomycetes can be demon- 


strated in it. Either condition is possible, but I lean more toward the diagnosis 


of blastomycosis. 

Dr. CLARENCE OWEN (by invitation): I looked at this slide before I saw the 
patient. To me it is characteristic of tuberculosis. There are tubercles, with and 
without giant cells, and there are small tubercles which are coalescing. Secondary 
infection is present, which might give one the impression of blastomycosis. The 
hyperkeratosis is tremendous, but that is true in all" inflammatory lesions of the 
skin of any standing. In my opinion the condition is tuberculosis. 


Hippocratic Nails (of One Hand and Both Feet). Presented by Dr. Roser 
C. JAMIESON. 
Mrs. J. V., a housewife, aged 32, born in Armenia, complains of dystrophy of 
the nails of the right hand and of both feet. All the affected fingers show slight 
chronic paronychia, slight swelling at the base of the nail and slight erythema. 


There is a suggestion of clubbing of the ends of the fingers. The nails show no 


evidence of pitting but are thick, have a pronounced curve in both the lateral and 
the anteroposterior direction and curve over the ends of the fingers. Under each 
nail at the distal border is detritus, but there is no tendency for this to spread 
toward the proximal end of the nail. The nails have a normal luster and are not 
pitted or friable. 

The family history shows little that is abnormal. There are two children, 
aged 14 and 15. Both are living and well. No other member of the family is 
affected. The patient had a cholecystectomy in 1927 and a tonsillectomy recently. 
There has been no previous cutaneous disease. Two years ago onychia developed 
on the right index finger, and this was followed by recession and saucering of the 
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1 and its bed. Later all the nails of the right hand, except that of the little 


nail ala 


fnoer, became involved, and the condition then appeared on all the toes. The left 
hand - unaffected. The patient’s basal metabolic rate was —2 per cent, and the 
66. The Wassermann reaction was negative. Roentgen therapy at 


1 ate 
pulse rate, 


has appeared to be of benefit. Slight improvement has followed admin- 


intervals 
istration of thyroid. 
DISCUSSION 

Dr. Franz BLuMENTHAL, Ann Arbor, Mich.: The patient seemed to have 
lesions on her feet and on the skin of her hands, as well as dystrophy of the nails. 
I believe some nervous disturbance causing changes in sensation may be the source 
{ this condition. 

Dr. Howarp J. ParKuurst, Toledo, Ohio.: I should like to ask whether the 
possibility of a fungous infection has been excluded, especially in view of the 
ippearance of the toe-nails. 

Dr. Ropert C. JAMIESON: I think the nails of the hand correspond exactly 
to the description of hippocratic nails in Pardo-Castello’s new book on the nails 
Pardo-Castello, V.: Diseases of the Nails, Springfield, Ill., Charles C. Thomas, 
Publisher, 1936). The patient was treated elsewhere. I think she was once 
advised to have the nails removed from all the fingers and all the toes. Pardo- 
Castello gave the cause for this Condition as systemic, relating it to some dis- 
turbance of the lungs, the cardiovascular system or, as Dr. Blumenthal suggested, 
he nervous system. There is no indication on the nail of fungous infection. 


A Case for Diagnosis. Presented by Dr. ArTHUR FE. SCHILLER. 


M. W.. a white man aged 36, a cab driver, born in America, was admitted to 
he hospital on November 4, complaining of an inguinal swelling which had been 
present for three weeks before admittance. The gland was tender, red, about 
} by 3 cm. and just above Poupart’s ligament. There was no pain or swelling 

the testicle. The patient had gonorrhea eight years ago and a recurrent puru- 
lent discharge three years ago. Redness and excoriation of the penis recently 
appeared beneath the foreskin, the onset of this coinciding with the adenopathy. 
Previous to this he had had generalized malaise for two or three months. While 
he was in the hospital the other inguinal gland began to swell but showed no 
sign of breaking down. Both glands were removed surgically, and a pathologic 
report showed active tuberculosis. On November 18 the Mantoux reaction was 
positive with a 1: 1,000 dilution. A dark field examination of the inguinal nodes 
showed no spirochetes. Reactions to the Kahn, Eagle and Kline tests were 
positive. Smears from the incision and the abscess showed no acid-fast bacilli. 
[he Frei test at this time gave positive results. The antigen used was human 
antigen. This case is presented because of the rather unusual findings: latent 
syphilis, apparently active tuberculous lymphadenopathy, a new acute inflammatory 
lesion of the penis and a positive Frei reaction. 


DISCUSSION 
Dr. Franz BLUMENTHAL, Ann Arbor, Mich.: I have a feeling that the lesion 
on the penis differs from the rest of the picture. Clinically, I believe the patient 
as an erythroplasia of the penis, and I would suggest taking a specimen for biopsy 
I cannot accept the diagnosis of tuberculosis for the condition 


Dr. GeorGE H. Betote, Ann Arbor, Mich.: I agree with Dr. Blumenthal that 
his lesion on the glans is, clinically at least, erythroplasia, a condition that has 
received much attention during the last few years. About two years ago the 
report of a similar case observed at the clinic of the University of Michigan Med- 
ical School was published (Stiles, F., Jr.: Erythroplasia of the Glans Penis 
(Queyrat], ArcH. Dermat. & Sypu. 30:647-650 [Nov.] 1934), and it is interesting 
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that in practically all cases there have been positive serologic reactions. That 
seems to be characteristic of erythroplasia. I believe that the condition of the 
penis actually belongs in the group of early malignant growths, but I can’t see its 
connection with the condition in the excised glands. 


Mycosis Fungoides. Presented by Dr. GreorGeE VAN RHEE. 


J. G., a white man aged 40, born in America, a tailor, was presented before the 
society in April 1936 with a diagnosis of mycosis fungoides. Since that time he 
has been treated with intramuscular injections of from 1 to 1.5 cc. of chaulmoogra 
oil once or twice a week, and all his teeth have been extracted. As a result of 
this treatment several large infiltrated plaques on the back and the chest have 
entirely disappeared. It is my impression that the chaulmoogra oil has been 
beneficial. 

DISCUSSION 

Dr. WiLL1AM G. WANDER: The members are fortunate in having cases pre- 
sented which show improvement as the result of therapy. Only too often the 
opposite is seen. 

Dr. GeorGE VAN RHEE: I felt that this patient was worth showing because 
of his progress, and while he does have a granulomatous mass on one buttock, 
I am not certain whether it was there the last time the case was presented. The 
large infiltrated plaques that he has on his back have definitely improved. His 
treatment will be continued, and an effort will be made to show him next fall. 


Syphilis (Relapse or Reinfection?). Presented by Dr. R. Dixon, 


M. S., a white widow aged 49, complains of a rash on the forearms and the 
buttocks. The patient has one child, born in 1907 and now living. She gives no 
history of other pregnancies or of miscarriages, operations or serious illness but 
says she had syphilis in 1926. She received treatment by her family physician 
for one year, after which three specimens of blood gave negative reactions for 
syphilis. Four years ago a generalized eruption was diagnosed as scabies. This 
disappeared after two local applications. In June 1936 the rash on the forearms 
disappeared after a few days of local medication. About a week later new lesions 
appeared on the forearms and the buttocks. They have increased in size and 
number, but do not itch. Examination shows coarse papules and arciform lesions 
on the forearms, the posterior part of the left shoulder and both buttocks. They 
are of light copper color, and there is no evidence of itching. The pupils are 
contracted and fixed. The patellar reflexes are exaggerated. The Romberg sign 
is not present, and no ataxia is evident. The mucous membrane of the mouth 
and throat is normal, although there are many carious teeth. On examination the 
blood gave negative reactions to the Kahn and Kline tests and a positive reaction 
to the Eagle test. A second examination showed doubtful Kahn and Kline reac- 
tions; the Eagle reaction remained positive. 


Note.—This case is presented as one of late cutaneous relapse. Material from 
the Cooperative Clinical Group contains only eight cases of relapse more than 
seven years after the onset of infection. If this diagnosis is correct, the condition 
is relatively rare. 

DISCUSSION 

Dr. LorEN W. SHAFFER: This case is unusual from a number of angles. First, 
clinically, I believe it is an example of serpiginous and nodular syphilis of the 
skin. However, the lesions have certain characteristics of recurrent secondary 
syphilis. The patient has lesions, for instance, on the palms. Distribution 1s 
extensive for tertiary lesions. The serologic reaction was reported as negative. 
It was interesting to see that the Eagle test was positive and the Kahn and the 
Kline test were negative. The patient evidently has syphilis of the central nervous 
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system, with fixed pupils. I do not know if there has been an examination of the 
spinal fluid. Owing, however, to the possibility of tertiary cutaneous syphilis, I 
think a biopsy would be in order. 

Dr. R. Dixon: The ten year period during which the patient has been known 
to have syphilis, accompanied with these apparently new lesions, make the case 
seem somewhat unusual, and that is the reason for the presentation. 


A Case for Diagnosis (Keratosis Palmaris et Plantaris?). Presented by 

Dr. Forpus Victor HaAnp. 

D. S., a white girl aged 9 years, complains of a scaly eruption which appeared 
a year ago, and she has been treated with softening ointments and thyroid medica- 
tion. The patient presents an eruption confined to the hands, the feet, the elbows, 
the knees and the axillae and consisting of hyperkeratosis and brownish pigmen- 
tation, not associated with erythema. There is considerable branny and larger 
scaling on the hands and the feet. The patient’s mother has had definite psoriasis 
for a number of years. No laboratory work has been done. 


DISCUSSION 

Dr. Howarp J. Parkuurst, Toledo, Ohio: Taking all the features into con- 
sideration—the palmar involvement and the dry erythematous patches scattered 
here and there and including the flexor surfaces—I feel that this case may be one 
of congenital ichthyosiform erythroderma. However, it seems possible that arsenic 
may have been a causative factor, although there is nothing in the history to 
suggest this. 

Dr. FrRANz BLUMENTHAL, Ann Arbor, Mich.: My first impression was that the 
condition is erythroderma congenitale ichthyosiforme. The localization of the 
lesions fits well with this diagnosis. However, it is unusual for only one case to 
occur in a family and for the first manifestation to appear when the patient is 
9 years old. There is a possibility that the condition is pityriasis rubra pilaris. 
The localization of the lesions on the extensor sides of the knees suggests this 
diagnosis. On the other hand, follicular keratosis is completely lacking. 


A Case for Diagnosis. Presented by Dr. GrorGE VAN RHEE. 


S. L.,.a married Jewess aged 48, a housewife, came to the Harper Hospital on 
Oct. 30, 1934. At Ann Arbor, where she had previously been under observation, 
it had been found that she had a vegetative dermatitis involving the lower part 
of the abdomen, the groin and the inner aspects of the thighs. The dermatitis 
began in 1932, immediately after the menopause. The examination at the Harper 
Hospital revealed a vesiculopustular eruption on the lower part of the abdomen 
and especially in the pubic region, the groin, the lateral surfaces of the thighs 
and the perineum. Many areas were covered with crusts. There was eczema of 
the external auditory canals. It was thought that the patient had leukoplakia of 
both labia. The same picture has continued since the first examination, except that 
in the last few weeks the areas have become dry and somewhat infiltrated. About 
six weeks ago a similar dermatitis appeared on the scalp. A biopsy in Ann Arbor 
showed hyperplasia of the epidermis, particularly of the prickle cell layer, and 
small miliary abscesses in the papillary layer of the corium. No neoplasm was 
present. It was felt that this patient would eventually suffer from pemphigus. 
Her treatment had consisted locally of injections of oidiomycin and trichophytin 
and ultraviolet irradiation. There was a certain amount of response, and then 
the condition flared up. It appeared that this condition might be related to the 
menopause; so 2,000 international units of theelin has been administered twice a 
week for the last four weeks. The response seems to have been somewhat 
favorable. 
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DISCUSSION 

Dr. H. Pinxus, Eloise, Mich.: The indurated lesions around the genitalia 

and the weeping, eczema-like affection of the scalp suggest early stages of mycosis 

fungoides, but the observations at biopsy do not bear out that diagnosis. Possibly 

all the lesions are based on chronic infection, either of bacterial or of mycotic 
origin. The picture has apparently been influenced by therapy. 


Dr. LorEN W. SHAFFER: My impression, generally, in cases like this is that 
the condition is primarily a monilial infection belonging to the group which occurs 
particularly at the menopause in women with a tendency toward obesity. The 
French, however, have reported a streptococcic infection with the same distribution 
as these monilial infections. The abscess formations in this case swing my opinion 
toward this type of streptococcic dermatitis, which occurs in the same group of 
patients. Undoubtedly, all these conditions are secondary to some ovarian defi- 
ciency, and I think it is along the indicated lines that this patient be treated with 
theelin. I notice from the records that the patient was being treated with oidio- 
mycin and trichophytin. Whether she reacted to both of them or more strongly 
to oidiomycin would add weight to the possibility of a monilial infection. 


Dr. GrorGE VAN RHEE: This patient was originally under observation at the 
City of Detroit Receiving Hospital, where she was treated with radium. From 
there she went to Ann Arbor, and Dr. Udo J. Wile felt that pemphigus might 
develop some day, an event which has not occurred yet. When she came to the 
Harper Hospital recently she had an acute vesiculopustular eruption. Her reaction 
to oidiomycin was highly positive and to trichophytin slightly so. Treatment pro- 
duced fairly good results. She has been treated with local applications of various 
types that were sufficient to destroy the monilias, if they were there. The gyneco- 
iogic department found no relation of her cutaneous condition to the menopause. 
In spite of this, theelin was given, and in the last four weeks the picture has 
entirely changed. 


Lupus Vulgaris Disseminatus. Presented by Dr. GeorGe VAN RHEE. 


M. P., a white woman aged 62, a music teacher, complains of a small nodule 
on the upper part of the right arm, which resulted from a needle broken during a 
hypodermic injection in 1922. The nodule was excised but recurred. The plaque 
gradually increased to about 3 by 4 inches (8 by 10 cm.), and successive crops of 
new lesions appeared on the back. The patches on the right cheek and the lobe 
of the right ear appeared about one year ago. The examination showed nodular 
lesions forming infiltrated pink to red plaques, which were cqvered with scales. 
In August and September 1936 many of the patches on the back and the right 
cheek ulcerated. A mucopurulent serum was present. A roentgenogram of the 
chest showed evidence of tuberculosis in childhood and calcified glands in the 
hili of the lungs but no active tuberculosis. Neither cultures nor inoculations 
of animals with the blood revealed any tubercle bacilli. The patient has been 
treated with sodium gold thiosulfate, ultraviolet radiation and local injections of 
phenylethylhydnocarpate, and a salt-free diet has been prescribed, but, on the whole, 
results have not been striking. She was presented previously at the September 
1936 meeting of the Michigan State Medical Society, Section on Dermatology and 
Syphilology. 

DISCUSSION 

Dr. Franz BtuMENTHAL, Ann Arbor, Mich.: This eruption is characteristic 
in form and distribution. The late onset, in the third decade, is unusual. Thera- 
peutically, in cases of hematogenous spread, one has to take care, in the first place, 
of the general state of the patient. A salt-free diet with a high vitamin content 
and irradiation are of great value. Locally, surgical diathermy will give the 
quickest destruction and fairly good cosmetic results. In answering the question 
whether the condition is the human or the bovine form of tuberculosis, I may say 
that it is not possible to distinguish human from bovine cutaneous tuberculosis by 
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linical picture. However, in the majority of cases the human type is present, 


the ¢ 


particularly in those in which the cutaneous lesions are due to hematogenous spread. 


Dr. GeorGE VAN RHEE: Dr. Jamieson and I have a similar case under obser- 
vation. The literature, I think, contains reports of sixty-four or sixty-eight cases, 
in all of which the condition has been preceded by an exanthem, such as measles. 
Usually the condition occurs in one of two types, the psoriasiform type, like this, 
ind the verrucous type. 


Chronic Eczema; Neurodermatitis. Presented by Dr. GrorGeE VAN RHEE. 

H. S., a single white woman aged 26, born in America, entered the Harper 
Hospital in June 1936 with a history of eczema since she was about 6 months old. 
The eczema was of the moist type until 1933. There was no history of dermatoses 
in the family. The patient has had periodic asthma and has one sister who has 
hay fever. The examination on admission revealed a generalized scaling papular 
dermatitis with thickening of the skin, lichenification and increased pigmentation. 
The areas involved were the neck, the cubital and popliteal spaces and the thighs. 
[There has been no apparent change. The patient has nasal polyps and allergic 
rhinitis. A gastro-intestinal roentgen examination showed limited pylorospasms 
and nonfilling of the gallbladder, indicating a disturbance in the functioning of the 
gallbladder. Sensitization tests by the scratch method gave 2 plus reactions to 
wool, silk and small ragweed and a 3 plus reaction to wheat. The basal meta- 
bolic rate was +12 per cent, and the sugar, calcium and inorganic phosphorus 
contents of the blood were 117, 11 and 2.7 mg. per hundred cubic centimeters, 
respectively. The blood count was normal. Local applications and intramuscular 
injections of colloidal sulfur had been administered, with no benefit, and an 
elimination diet had been prescribed. The patient did not have possible foci of 
infection removed. 

DISCUSSION 

Dr. RutH Herrick: This condition, characterized by the lichenified areas on 
the flexor aspects of the arms and in the cubital spaces, comes under the classifi- 
cation of circulatory instability. Often in such cases there is a history of eczema 
in childhood, which cleared and was followed by lichenified, pruritic areas. The 
history of asthma is typical of the high-strung, nervous type of subject seen here. 
A sister has hay fever, supplying the family background so frequently seen in 
cases of neurovascular instability. Some such patients, particularly if they have 
been hospitalized and taught to relax and forget about their petty annoyances, 
can be trained to do the same thing at home. It is easier, however, to tell them 
to take a vacation than it is to tell them to relax at home. 

Dr. G. WARREN Hype: I believe that this patient, with further allergic tests, 
will show positive reactions to a number of other allergeris. Considering her 
family history, I believe the entire condition to be allergic. 

Dr. HarTHER L. Kerm: I think both previous speakers are correct, to a major 
degree. I think Dr. Herrick said the soil is prepared here. The patient is allergic, 
but I certainly feel with Dr. Hyde that some substances are producing cutaneous 
manifestations, those substances being common allergens. 

Dr. LorEN W. SHAFFER: Like Dr. Keim, I think both previous speakers were 
correct. With a history such as this girl has, I feel that the neurogenic background 
often is more important than the original precipitating factors of allergic or atropic 
eczema, of which this condition is, clinically, an excellent example. It is known 
that such conditions clear when the patient is hospitalized. I don’t think it possible 
to attribute this to the patient’s removal from exposure to all the allergens to 
which he may react. I think the rest and the feeling of freedom that the patient 
has in the hospital and the thought that something is being done contribute to 
clearing up the condition. However, as soon as the patient leaves the hospital 
the condition recurs. 
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Dr. Forpus Victor HAnp: I can’t suggest anything as to cure, but I remember 
that at Ann Arbor there used to be from five to ten patients like this under obser- 
vation in the ward all the time. If I remember correctly, a patient would he 
sent to the allergy department, and he would be found sensitive to certain things, 
I don’t remember a single patient who was helped by allergic tests and elimination 
diet. 

Dr. Witt1aAM G. Wanoper: I think Dr. Herrick has described the common 
experience with such cases. There is improvement under treatment, which the 
patient will not admit. He assumes an attitude which puts him in the way of con- 
tinued improvement. I have recently watched several patients closely, and I felt 
that something was greatly disturbed for them when improvement of the condition 
did appear. That reaction is possibly subconscious, but it leads to a failure of 
cooperation and suggests a neurogenic factor. 


Gumma of the Testicle. Presented by Dr. ArtHuR E. SCHILLER. 


L. H., a Negro aged 26, a porter, complains of pain and swelling of the right 
testicle. He had gonorrhea ten years ago. He was admitted to the hospital on 
Nov. 17, 1936, with swelling of the right testicle, which began three months pre- 
viously without pain or tenderness. A month later the testicle became painful, 
the pain radiating down into the groin. There was no urethral discharge. There 
was a history of multiple exposures during the two weeks before onset. The 
pupils react to light and in accommodation. The reflexes are physiologic. The 
testicle is swollen, tender and hard. The Kahn reaction on November 18 and on 
a second occasion was negative. The laboratory findings showed gumma of the 
testicle. 


Acne Conglobata. Presented by Dr. ArtHuR E. SCHILLER. 


This patient was previously presented and a diagnosis of acne conglobata 
agreed on. Roentgen radiation and intravenous therapy with typhoid vaccine were 
employed. The patient is presented to show the results of therapy, which are 
excellent. 





Book Reviews 


Contribuigdo ao estudo do pemphigo no Estado de Sao Paulo. By Joao 
Paulo Vieira. Monograph. Pp. 153. Sao Paulo, Brazil: Revista dos Tri- 
bunaes, 1937. 

The author has observed “dozens of cases” of an illness which he classifies as 
pemphigus foliaceus (Cazenave) with certain variations which he attributes to its 
occurrence in a tropical area. The condition is seen most frequently in patients 
between the ages of 16 and 30, with limits of 7 and 51 years. It is equally com- 
mon in the two sexes. It begins usually as a bullous eruption, soon becoming 
veneralized and leading to the picture of erythroderma. Common associated symp- 
toms are partial or complete alopecia, hyperkeratosis of the palms and soles, 
onychoschizia and onychorrhexis, muscular atrophy, ankylosis of the large joints 
and occasionally a papillomatous condition of the scalp. There are never any 
lesions of the mucous membranes. Hyperpigmentation, when it occurs, is a 
favorable prognostic omen. The’ urine contains traces of albumin. The sedimen- 
tation rate of the erythrocytes is often markedly accelerated; the cholesterol content 
of the blood usually is lowered; eosinophilia is an unusual finding. Mycologic 
studies have given consistently negative results, and the bullae have been found to 
contain streptococci and staphylococci only when secondarily infected. The histo- 
logic picture is that of a dermatitis with bullous formation in the subcorneal layer. 
The author feels, because of the various findings enumerated—the presence of a 
constant subfebrile state and the tendency to geographic grouping—in the cases 
in the state of Sao Paulo, that the condition is probably infectious. The disease 
is remarkably chronic, cases in which it was of twenty years’ duration having 
been observed. In some of these there has been a most unusual spontaneous 
recovery, while in others there has been an explosive reversion to the disseminated 
bullous form and death. A wide variety of remedies has been tried on these 
patients, with little or no success; the most effective in the author’s experience 
has been chaulmoogra oil. The common variety, pemphigus vulgaris, is rarely 
seen in Sao Paulo, and the author comments that the lack of response to germanin 
in his cases distinguishes the condition from pemphigus vulgaris. 


Les gastropathies des syphilitiques. By Bonorino Udaondo. Paper. Price, 

32 francs. Pp. 216, with 19 illustrations. Paris: Masson & Cie, 1936. 

Prefaced by a letter from Professor Emile Sergent, this is an analytic and 
critical survey of the literature on gastric syphilis, with an appended extensive 
bibliography. 

For discussion the subject matter is subdivided as follows: historical antecedents 
of syphilis of the stomach; general symptomatology of gastric syphilis; roentgen- 
ology in gastric syphilopathies; clinical aspects; the aspect of the stomach in 
syphilis; pseudocancerous tumor forms; gastric hypertrophic scleroses; gastric 
reactions of neurosyphilis ; diagnosis of diseases of the stomach of syphilitic origin; 
treatment of gastric syphilitic conditions. 

The opinions of various authors, including a number of specialists on this 
continent, whose conclusions seemed best founded, are recorded along with those 
ot the author. 

In part, the conclusions are: The diagnosis of gastric syphilis is based not 
on one of several symptoms but on the entire picture, on the history of the case, 
the serologic reactions and the results of specific treatment. Roentgen observa- 
tions are not pathognomonic of gastric syphilis. Their chief value is in showing 
the site and the extent of the lesions. Multiplicity of defects and a lack of 
correlation between the roentgen observations and the clinical condition of the 
patient allow one to presume but not to affirm the nature of the lesions. The 
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Dr. Forpus Vicror Hann: I can’t suggest anything as to cure, but I remember 
that at Ann Arbor there used to be from five to ten patients like this under obser- 
vation in the ward all the time. If I remember correctly, a patient would be 
sent to the allergy department, and he would be found sensitive to certain things. 
I don’t remember a single patient who was helped by allergic tests and elimination 
diet. 

Dr. WitttAmM G. WanperR: I think Dr. Herrick has described the common 
experience with such cases. There is improvement under treatment, which the 
patient will not admit. He assumes an attitude which puts him in the way of con- 
tinued improvement. I have recently watched several patients closely, and I felt 
that something was greatly disturbed for them when improvement of the condition 
did appear. That reaction is possibly subconscious, but it leads to a failure of 
cooperation and suggests a neurogenic factor. 


Gumma of the Testicle. Presented by Dr. ArtHuR E. SCHILLER. 


L. H., a Negro aged 26, a porter, complains of pain and swelling of the right 
testicle. He had gonorrhea ten years ago. He was admitted to the hospital on 
Nov. 17, 1936, with swelling of the right testicle, which began three months pre- 
viously without pain or tenderness. A month later the testicle became painful, 
the pain radiating down into the groin. There was no urethral discharge. There 
was a history of multiple exposures during the two weeks before onset. The 
pupils react to light and in accommodation. The reflexes are physiologic. The 
testicle is swollen, tender and hard. The Kahn reaction on November 18 and on 
a second occasion was negative. The laboratory findings showed gumma of the 
testicle. 


Acne Conglobata. Presented by Dr. ArtHuR E. SCHILLER. 


This patient was previously presented and a diagnosis of acne conglobata 
agreed on. Roentgen radiation and intravenous therapy with typhoid vaccine were 


employed. The patient is presented to show the results of therapy, which are 
excellent. 





Book Reviews 


Contribuigao ao estudo do pemphigo no Estado de Sao Paulo. By Joao 
Paulo Vieira. Monograph. Pp. 153. Sao Paulo, Brazil: Revista dos Tri- 
bunaes, 1937. 

The author has observed “dozens of cases” of an illness which he classifies as 
pemphigus foliaceus (Cazenave) with certain variations which he attributes to its 
occurrence in a tropical area. The condition is seen most frequently in patients 
between the ages of 16 and 30, with limits of 7 and 51 years. It is equally com- 
mon in the two sexes. It begins usually as a bullous eruption, soon becoming 
generalized and leading to the picture of erythroderma. Common associated symp- 
toms are partial or complete alopecia, hyperkeratosis of the palms and soles, 
onychoschizia and onychorrhexis, muscular atrophy, ankylosis of the large joints 
and occasionally a papillomatous condition of the scalp. There are never any 
lesions of the mucous membranes. Hyperpigmentation, when it occurs, is a 
favorable prognostic omen. The urine contains traces of albumin. The sedimen- 
tation rate of the erythrocytes is often markedly accelerated; the cholesterol content 
of the blood usually is lowered; eosinophilia is an unusual finding. Mycologic 
studies have given consistently negative results, and the bullae have been found to 
contain streptococci and staphylococci only when secondarily infected. The histo- 
logic picture is that of a dermatitis with bullous formation in the subcorneal layer. 
The author feels, because of the various findings enumerated—the presence of a 
constant subfebrile state and the tendency to geographic grouping—in the cases 
in the state of Sao Paulo, that the condition is probably infectious. The disease 
is remarkably chronic, cases in which it was of twenty years’ duration having 
been observed. In some of these there has been a most unusual spontaneous 
recovery, while in others there has been an explosive reversion to the disseminated 
bullous form and death. A wide variety of remedies has been tried on these 
patients, with little or no success; the most effective in the author’s experience 
has been chaulmoogra oil. The common variety, pemphigus vulgaris, is rarely 
seen in Sao Paulo, and the author comments that the lack of response to germanin 
in his cases distinguishes the condition from pemphigus vulgaris. 


Les gastropathies des syphilitiques. By Bonorino Udaondo. Paper. Price, 

32 francs. Pp. 216, with 19 illustrations. Paris: Masson & Cie, 1936. 

Prefaced by a letter from Professor Emile Sergent, this is an analytic and 
critical survey of the literature on gastric syphilis, with an appended extensive 
bibliography. 

For discussion the subject matter is subdivided as follows: historical antecedents 
of syphilis of the stomach; general symptomatology of gastric syphilis; roentgen- 
ology in gastric syphilopathies; clinical aspects; the aspect of the stomach in 
syphilis; pseudocancerous tumor forms; gastric hypertrophic scleroses; gastric 
reactions of neurosyphilis ; diagnosis of diseases of the stomach of syphilitic origin; 
treatment of gastric syphilitic conditions. 

The opinions of various authors, including a number of specialists on this 
continent, whose conclusions seemed best founded, are recorded along with those 
of the author. 

In part, the conclusions are: The diagnosis of gastric syphilis is based not 
on one of several symptoms but on the entire picture, on the history of the case, 
the serologic reactions and the results of specific treatment. Roentgen observa- 
tions are not pathognomonic of gastric syphilis. Their chief value is in showing 
the site and the extent of the lesions. Multiplicity of defects and a lack of 
correlation between the roentgen observations and the clinical condition of the 
patient allow one to presume but not to affirm the nature of the lesions. The 
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diagnosis of neurosyphilis with gastric symptoms is not difficult if a complete 
examjnation, including neurologic and humoral analyses, is performed. The bene- 
ficial effects of treatment vary according to the type of gastric syphilis, being 
greatest and most rapid in the massive gummatous formations and least effective 
in the cirrhotic hyperplasias. 

It is difficult to present so controversial a subject coherently, but the author 
has done so in a scholarly manner. 


An Introduction to Dermatology. By E. H. Molesworth. Price, 25 shillings. 
Pp. 520, with 151 illustrations. London: J. & A. Churchill, Ltd., 1937. 


This book covers briefly yet completely the important subjects of dermatology 
and syphilology, with two excellent chapters on the theory and technic of roentgen 
and radium therapy. 

The influence of training in the European schools of dermatology under Whit- 
field, Adamson, Jadassohn, Sabouraud and Darier is in evidence throughout the 
book. This training, in addition to the experience gained in a large, active 


private practice and clinic, enables the author to express himself with great ease 
and effectiveness. 

In discussing treatment he has sensibly confined himself to those measures and 
prescriptions which have stood the test of time. The beginner and the general 
practitioner are not discouraged as they are in most modern text books on derma- 
tology by their inability to make a choice among the large number of prescrip- 
tions which follow discussion of each disease. It is better to have a thorough 
knowledge of a few prescripticns than a superficial acquaintance with many. 

Two chapters, which cover 40 pages and are illustrated and excellently pre- 
sented, are devoted to the diagnosis, management and treatment of carcinoma 
of the skin, a disease which is many times more frequent in Australia than in 
Europe or America. 

Dr. Molesworth has introduced the novel idea of referring his reader to the 


atlases of Jacobi and Semon for colored illustrations of many of the subjects 
covered in his text. 

The author’s style is interesting and his presentation original and stimulating. 
One does not hesitate to recommend this book for a place in the library of 
the dermatologist and the general practitioner. 





